Archives of Dermatology and Syphilology 


VOLUME 43 JANUARY 1941 NuMBER 1 


CopyricuTt, 1941, By THE AMERICAN MEDICAL ASSOCIATION 


DERMATOLOGIC ASPECTS OF TUBEROUS 
SCLEROSIS 


THOMAS BUTTERWORTH, M.D. 
READING, PA, 
AND 


McCLELLAN WILSON jr, M.D. 
SPRING CITY, PA. 


In 1880 Bourneville? reported the pathologic changes occurring in 
the brain of a 3 year old girl with epilepsy, arrested physical develop- 
ment, hemiplegia, idiocy and “acne rosacea and pustulosis of the face.” 
At necropsy islets of hypertrophic sclerosis were found distributed over 
the cerebral hemispheres. Because of the potato-like appearance and 
consistency of the cortical nodules, Bourneville called the process 
tuberous sclerosis. 

Although Bourneville originally described the condition which bears 
his name as a pathologic entity, it is probable that the first case of 
tuberous sclerosis was reported by von Recklinghausen? in 1863. The 
latter recorded the presence of sclerotic areas in the brain and myomas 
of the cardiac muscle in a newly born child. 

In 1885 Balzer and Ménétrier * described a symmetric condition of 
the face consisting of flesh-colored, discrete papules, which he called 
adenoma sebaceum. Five years later Pringle * reported in a number of 
patients the presence of “indolent, firm, whitish or yellowish, sago-grain 
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like, solid papules or little tumors, imbedded in the skin at different 
depths, or projecting from it . . . intimately intermingled with these 
lesions and transgressing their limits in every direction, especially over 
the cheeks towards the ears, are innumerable capillary dilatations and 
stellate telangiectases.” Pringle recognized two elements in the lesions 
of the face: the one, a familiar, transitory form of “rosacea,” and the 
other, an unfamiliar, permanent neoplastic condition of the sebaceous 
glands of nevoid character. He also noted that the eruption generally 
appeared to occur in subjects mentally below par. Pringle grouped 
cases of this type under the name “adenoma sebaceum” but gave due 
recognition to the fact that in 1885 Balzer and Ménétrier proposed the 
name in reporting a similar type of eruption of the face. 

In 1908 Vogt ® definitely associated the cerebral lesions of tuberous 
sclerosis with the clinical syndrome of adenoma sebaceum, mental defi- 
ciency and epilepsy. Sherlock * coined the term “epiloia” for this syn- 
drome to indicate the origin of the chief structures involved from the 
epiderm. Kufs,’ in 1913, showed that tuberous sclerosis was associated 
with widespread systemic disorders, as evidenced by the occurrence of 
tumors and cysts in other internal organs, notably the kidneys and heart. 

Although many papers have been written on this subject, for the 
most part the authors have been neurologists, and the greatest emphasis 
has been placed on the neurologic and mental changes in the patients. 
We feel that a dermatologic approach to the subject may have definite 
interest and value. Our observations are based on the detailed study 
of 10 cases of adenoma sebaceum at the Pennhurst State School, together 
with the cursory examinations of a probable equal number of cases pre- 
sented at meetings of various dermatologic and neurologic societies. 


REPORT OF CASES 


Case 1.—A. C., an idiot aged 20, was the son of parents of subnormal intel- 
ligence. His first convulsions occurred at the age of 1 year and were noted three 
or four times a week. On his admission to Pennhurst State School, at the age 
of 4 years, adenoma sebaceum was present; the parents were unable to state the 
exact time of its appearance. 

The physical examination showed chicken breast, hyperactive patellar reflexes 
and fleeting clonus on the right side. There were persistent cold erythema of 
the hands and feet and numerous white atrophic scars on the back of his head. 

On the nose, cheeks and chin were numerous flesh-colored, yellowish and 
reddish papules the size of a pinhead and larger. In the right nasolabial fold was 
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a definitely pedunculated globoid lesion the size of a pea. Small telangiectatic 
points or tufts of capillaries capped many of the papules. The upper lip was spared. 
There was a suggestion of circumoral pallor. His beard was sparse. 

In the right temporal region was a brownish red, fairly well defined plaque, 
measuring 4.5 by 9 cm. Its surface, smooth and spongy to the touch, had an exces- 
sive amount of lanugo hair. In addition, a small, light brown, convex plaque, 
about 0.75 by 1.5 cm. in size, occurred on the right side of the forehead. The 
nails of the fingers and great toes were longitudinally striated, with the lateral 
portions of the plates flexed at right angles to the main body of the nails. On the 
trunk there were no fibroid plaques. 


CasE 2.—M. L., aged 32, was the imbecile daughter of an alcoholic father and 
an epileptic mother. There were no convulsive seizures after her admission 
to the school, although she exhibited an epileptic personality. 

The general physical examination gave essentially negative results. On each 
cheek and on the chin were a few pink and brownish red papules with minute 
telangiectases. A number of typical milia were beneath the eyes. About the nose 
there were a few slightly depressed scars, the sites of lesions which had undergone 
spontaneous involution. The skin, otherwise, was normal. 


Case 3.—R. B., a man aged 22, had a father of normal intelligence and an 
epileptic mother. Two brothers were below normal mentally and displayed epileptic 
equivalents. Both were said to have had “blood freckles,” possibly adenoma 
sebaceum. Lesions of adenoma sebaceum were present in the patient during early 
childhood, but not until he was 16 were any definite epileptiform seizures apparent. 
His mental classification was that of a moron. 

General physical examination showed enlarged and infected tonsils, sinus 
arrhythmia and diminution of the patellar reflex on the left side. 

There were numerous small and large, yellowish and red papules on his nose, 
chin and butterfly areas of the cheeks. The summits of many of the lesions exhibited 
telangiectatic points or tufts of dilated capillaries. There was a moderate tendency 
toward confluence in the nasolabial folds. The upper lip was free of lesions, 
and there was a distinct circumoral pallor. His beard was rather sparse. 

About an inch (2.5 cm.) external to the outer canthus of the left eye was 
a yellowish red, inverted triangular plaque, with a base of 2 cm. and an altitude 
of 4 cm. Its consistency was firm; the surface was uneven with several comedos 
and sharply defined borders. It presented a normal amount of lanugo hair. A 
plaque of similar character, 0.75 by 1 cm., occurred lower down on the left cheek. 

There was a slightly infiltrated plaque of goose flesh appearance, 2.5 by 4 
cm., on the left flank characterized by acuminate hyperkeratosis of the follicular 
orifices. Smaller rubbery plaques with prominent patulous pilosebaceous orifices, 
creating a pigskin appearance, were distributed over the central portion of the 
back. In the occipital region were many whitish scars, the results of injuries 
received during attacks of grand mal. 

There were multiple dull red, firm proliferations emerging from the nail grooves 
of five or six toes. The majority were slightly larger than a pinhead, but one, 
on a great toe, was the size of a pea. The smaller lesions had a tendency to be 
roughly triangular, with the apex directed distally. 

Case 4.—E. W., an idiot aged 24, was the daughter of apparently normal 
parents. There was a history of mental disease on the father’s side but none of 
epilepsy or adenoma sebaceum. 

Her mental defect became apparent at the age of 4 years, at which time 
she began having epileptic seizures approximately once a week. The cutaneous 
condition of her face, evident at birth, became progressively worse. 
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The physical examination showed absence of triceps reflexes, with fleeting 
clonus on both sides. On her nose, cheeks and chin were innumerable yellowish 
brown and red papules, the size of a pinhead and larger. The lesions were 
especially numerous in the furrows of the nose, where there was a distinct 
tendency toward pedunculation. Many of the lesions showed telangiectasia. There 
was a raised, firm, light brown plaque, measuring 1 by 3 cm., on the right side of 
her forehead, mesial to which was a smaller round plaque, about 0.7 cm. in diameter. 
Both plaques were well circumscribed, exhibiting a normal amount of lanugo 
hair. ' 

Firm, pigskin-like nodular plaques, approximately 2 to 4 cm. in diameter, 
were distributed over the lower part of the back, loins and hips. There were 
an elongated fibrous proliferation of the gum between the left lower incisors 
and three smaller firm papules on the gum in the region of the left upper 
central incisor. A firm nodule, slightly larger than a pea, was on the left side 
of the hard palate. There were no changes in the nails. 

Case 5.—A. B., an idiot aged 21, was the daughter of normal parents. Con- 
vulsions began at the age of 2 years and have since occurred from six to nineteen 
times a month. Since her birth a large raised plaque has been present on the 
right side of her forehead. The typical picture of adenoma sebaceum was present 
on admission to the school, at the age of 10 years, but no definite information 
was available as to the time of its first appearance. 

The general physical examination gave negative results except for the presence 
of a Babinski sign. In the nose, cheeks and chin were numerous flesh-covered and 
pink telangiectatic papules, with a confluent tendency in the nasolabial folds. A 
few flesh-colored papules were noted on the inner portions of the upper eyelids. 
There was a striking circumoral pallor. 

On the right side of her forehead was a firm, convex, yellowish red raised 
plaque characterized by three deep transverse grooves separated by gyri approxi- 
mately 12 mm. in width. The picture was that of localized secondary cutis verticis 
gyrata. On the left side of the forehead were two firm, convex, light tan plaques 
with well defined, precipitous borders. All these lesions exhibited an excess of 
lanugo hair. There was a small fibrous growth arising from the nail fold of the 
right fourth toe. The gums, tongue and palate were normal. 

In the region of the left loin was a large, fairly well demarcated, pigskin-like 
plaque, measuring 8 by 10 cm. A number of smooth superficial flesh-colored lentic- 
ular nodules, varying in size up to 2 cm., were on the lower part of the back. 


Case 6.—I. A., a woman aged 22, was born of parents of subnormal intelligence. 
Her mother died at the age of 28 of tumor of the brain. Idiocy and adenoma 
sebaceum had been present since infancy, while epileptic seizures began at the 
age of 16 and have been few. 

On examination, the abdominal reflexes were difficult to elicit, and the patellar 
reflexes were hyperactive. There were a fleeting clonus on the left side and 
persistent clonus on the right. 

Numerous flesh-colored and salmon pink papules were distributed over the’ 
nose, cheeks and chin. A few of the lesions showed telangiectases. Circumoral 
pallor was prominent. On the forehead was a smooth, firm, well demarcated raised 
pink plaque, measuring 2 by 3.5 cm., in which there was a less than average 
amount of lanugo hair. 

Widely distributed over the lower two thirds of the back were numerous 
superficial, smooth and irregular, slightly infiltrated plaques. In some the prominent 
pilosebaceous orifices gave the impression of pigskin; in others the horny fol- 
licular accretions created an appearance resembling goose flesh. The plaques varied 
in size up to 4 cm. in diameter. 
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Case 7.—R. K., an imbecile aged 11 years, was the son of parents of average 
intelligence. Adenoma sebaceum was noticed at the age of 8 months, and at 
approximately the same time he began having epileptic seizures about twice a day. 
Recently the convulsions have been less frequent, but the papules on his face have 
been increasing in number. 

The physical examination revealed the presence of slight hydrocephalus and 
a decrease in the patellar reflex on the left. Numerous pink and flesh-colored 
papules were present on the nose and cheeks in a butterfly distribution. The 
upper lip was spared, and although a few lesions occurred on the chin, there was 
a distinct circumoral pallor. Only a small percentage of the lesions were 
telangiectatic. 

In front of the left ear was a slightly infiltrated, yellowish brown plaque, 
measuring approximately 2 by 4.5 cm. Its surface, which was smooth, had an 
excess of lanugo hair. The borders were somewhat irregular. On the right 
side of the forehead was a raised, flesh-colored plaque with uneven surface, about 
1 by 1.5 cm. in size. Nearby two isolated flesh-colgred, flat papules, the size of a 
pea, were located. 

On the neck and shoulders were four soft, irregular, raised goose-flesh-like 
patches, the largest of which measured 1.5 by 2.5 cm. In the upper lumbar region 
was a round, pigskin-like, slightly infiltrated plaque, about 2 cm. in diameter. 
Approximately a dozen firm intracutaneous papules and nodules were scattered over 
the back and buttocks. Around the neck were about thirty small pale macules 
resembling “white freckles.” The nails and oral mucosa were normal. 


CasE 8.—F. F., an idiot aged 13, was the daughter of normal parents. Adenoma 
sebaceum and a spina bifida of the cervical region were present at birth. Epileptic 
seizures began at the age of 2 or 3 months. 

On the nose, cheeks and chin were numerous minute brownish papules. Several 
similar lesions were present on the upper lip. Telangiectases were few. There was 
a definite tendency toward confluence of the nodules in the nasolabial folds. 
Several well pedunculated lesions, about the size of a pea and attached to the 
skin by a slender cord, were in the latter region. 

Four superficial, infiltrated, dull red plaques were distributed on the right 
cheek and on the left side of the forehead, the largest approximating 1.2 by 2 cm. 
The lesions exhibited a normal amount of lanugo hair. The nails and oral mucosa 
were normal. The back of the head presented a few irregular atrophic scars. 
Below and to the left of the umbilicus was a patch of leukoderma, about 5 cm. 
in diameter, surrounded by a zone of hyperpigmentation. 

A firm, light tan tumor, measuring 5.5 by 7 cm. and raised 1.2 cm. above the 
surrounding skin, occupied the back of the neck, with two thirds of its mass on 
the left side. Its surface was smooth in the upper portion, but below the skin 
appeared as a rough, irregular, slightly thickened patch. This difference in texture 
was more noticeable on palpation than on inspection. The results of physical 
examination were otherwise negative. 


Case 9—G. H., an idiot aged 22, was the daughter of normal parents, 
although there was apparently slight retardation in 4 siblings. Epileptic seizures 
began .at the age of 2% years, but they occurred gradually less often. She has 
had none in the past ten or twelve years. The papular lesions on her face were 
first noted at the age of 3 years and have slowly become more numerous. 

On examination, abdominal reflexes could not be elicited and the left patellar 
reflex was hyperactive. There was muscular atrophy of the lower extremities, with 
slight spasticity, a varus deformity and a nonfunctioning ankle joint on the left 
side. Athetoid movements of the upper extremities were present. 





ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


There were innumerable yellowish brown and pink papules on the nose, chin and 
cheeks, in which regions there was definite erythema. A few lesions were present 
on the inner portions of the eyelids, but the upper lip was spared. At the sides 
of the nose the lesions had a tendency toward confluence. 

The forehead presented five well defined, flat-topped, slightly erythematous 
plaques exhibiting normal amounts of lanugo hair. There were a few fibrous tabs 
about the neck. On the shoulders there were a half-dozen yellowish red, 
slightly infiltrated, smooth plaques, up to 3 or 4 cm. in diameter. Crinkled, 
whitish atrophic macules were scattered over the hips and buttocks. 

From the back of the scalp protruded two globoid nodules, measuring 2 by 
4 and 2 by 2 cm, respectively. The hair over the lesions was scanty, while the 
prominent pilosebaceous orifices and pink color suggested the appearance of a 
strawberry. The nodules moved freely with the skin. There were longitudinal 
striations and transverse white bands on the finger nails. The oral mucosa appeared 
normal. 

Case 10.—N. C., a white girl aged 15, was an illegitimate child, so that prac- 
tically nothing is known of her paternal ancestry. Her mother came of an unstable, 
hyperemotional family, many of the members of which were alcoholic; in addition, a 
maternal aunt of the patient was epileptic. 

The patient had been mentally deficient since birth. Convulsions began shortly 
after birth but became more frequent and severe after an attack of cholera infantum, 
at the age of 2 years. The earliest changes in the skin were noted on her back 
at the age of 2 years and were followed shortly by the picture of adenoma sebaceum 
on her face. There has been little change in the eruption on her face within recent 


years. . 
There were numerous pinhead-sized to small pea-sized papules distributed over 


the area of rosacea on the face. Fifteen to twenty flesh-colored, pinhead-sized 
papules were present on the inner halves of the eyelids on both sides. An unusual 
feature of distribution was the presence of flesh-colored and telangiectatic papules 
on the columella and mesial wall of the vestibule of the nose. A few pink papules 
occurred on the upper lip. Some of the lesions were pedunculated, with distinct 
crowding of the lesions in the nasolabial folds. About 20 per cent of the papules 
exhibited telangiectatic points or tufts of capillaries, and these, as a rule, were 
larger than the paler lesions. Although the rash as a whole was symmetric, the 
telangiectatic lesions were considerably more prominent on the right side of 
the face. 

Irregularly distributed on the forehead and temples were eight flat or convex, 
sharply marginated, tan plaques. No excess of lanugo hair and no evidence of 
telangiectases was apparent in the plaques. 

On the sides of the neck, especially on the right, were a dozen soft, brown, 
pea-sized polypi, some of which projected at right angles from the surface of the 
skin. The skin of the cutaneous tags was soft. Smaller, flesh colored polypi were 
present in the axillas. 

Widely scattered over the trunk were more than a hundred firm, flat, flesh- 
colored and tan intracutaneous nodules, the size of a pea. On the upper part of 
the back these lesions were so closely placed as to form several warty patches, 
each about the size of a dime. On the lower part of the back was an irregular, 
infiltrated, brownish red, crinkled plaque, about 2.5 by 7.5 cm. The pilosebaceous 
orifices were not unduly prominent, and there was no evidence of lanugo hair. 

Hard, flesh-colored, pinhead-sized papules were present on the nail folds of 
the right thumb, left ring finger and right great toe. A few fibrous papules were 
growing from the gums in the regions of the incisor and canine teeth. The tongue 
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exhibited a small firm papule on the left margin and a larger fibrous plaque on the 
dorsum just in front of the circumvallate papillae. 

Patches of leukoderma with surrounding zones of hyperpigmentation occurred 
on the left posterior axillary fold, on the right hip and in the groin. 


ETIOLOGIC FACTORS 


Prevalence—Tuberous sclerosis is most prevalent among the Euro- 
pean races, although Sutton and Sutton,’ DeJong *® and Olson *® have 
recorded instances in the Negro, and a number of cases among the 
Japanese have been described by others. The disease is comparatively 
rare in the United States but more common in Great Britain, especially 
among the poorer classes. Brushfield and Wyatt ** found 16 instances 
in an institutional population of 2,412, or 0.66 per cent. Yakovlev and 
Guthrie '* reported 4 cases from the Monson State Hospital, Palmer, 
Mass. Hopwood," in a total of more than 4,000 histories at the Institu- 
tion for Feebleminded at Orient, Ohio, found 5 cases, or a little more 
than 0.1 per cent. Ferraro and Doolittle ‘* stated that in nineteen years 
tuberous sclerosis occurred in 15 of a total of 4,644 epileptic patients 
admitted to Craig Colony, Sonyea, N. Y. Among the current population 
of approximately 2,000 at the Pennhurst State School there are 10 with 
tuberous sclerosis, an incidence of 0.5 per cent. We have failed to find 
figures indicating the incidence of this condition in society at large. 


Sex.—Tuberous sclerosis probably occurs with equal frequency in the 
two sexes. While small groups of cases may show a predominance of 
either sex, the summation of many reports shows little disparity between 
the sexes. Among our patients there were 7 females and 3 males. 


Age.—Tuberous sclerosis is a disease of early life, as most patients 
die before the age of 20, though some may survive to between 30 and 40 
but rarely longer. The patient described by von Recklinghausen, afore- 
mentioned, was probably the youngest whose case is recorded. The 
mental defect may be noted at birth or at an early age. The convulsive 
seizures usually begin in infancy or early childhood, although they may 
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not appear for a number of years. The adenoma sebaceum may precede 
or follow the occurrence of epilepsy; the onset of the two may often be 
separated by months or years. Walsh, Koch and Brunsting** noted 
adenoma sebaceum in a child at birth; Weech,?® at 9 weeks; Shelmire,*” 
at 6 months, and DeJong, at 13 months. In most of the recorded cases 
it seems that the adenoma sebaceum developed between the fourth and 
the ninth year. Among our 10 patients, 9 exhibited all phases of the 
triad epiloia. In 7 epilepsy developed during the first 4 years of life; 
in 2, at the age of 16. The mean age at onset of epilepsy was 4 years 
and 8% months. Adenoma sebaceum was recorded as occurring at birth 
in 4 cases, during infancy in 1, at 2 years in 1, at 3 years in 1, at 4 years 
or before in 1 and in early childhood in 1. Epilepsy antedated adenoma 
sebaceum in 3 cases by six months, two years and three years, respec- 
tively. Adenoma sebaceum preceded epilepsy in 6 cases by intervals 
of two months to fifteen years. 

Statements as to the time of onset may be subject to revision, for, 
doubtlessly on account of poor observation, the cutaneous lesions may 
exist months before attracting the attention of the parents. Again, 
lesions present at birth may have been accepted as nevi although, as we 
shall show later, they possessed the histologic structure of adenoma 
sebaceum. We feel that it may be stated definitely that there is no 
orderly sequence of development of the elements of the triad constituting 
epiloia, any one of which may antedate the others by varying periods. 
The occurrence of adenoma sebaceum a number of years before the onset 
of epileptic seizures should be a restraint on the assertions of dermatolo- 
gists who maintain that the clinical picture of adenoma sebaceum has no 
relation to nervous or mental disease. 

Heredity.—Considerable evidence points to the hereditary and fam- 
ilial character of tuberous sclerosis: (1) its occurrence in identical twins, 
(2) the incidence of epiloia in other members of the family, (3) the 
presence of one or more elements of the triad (epilepsy, adenoma 
sebaceum and mental deficiency) in close relatives and (4) the finding 
in the internal organs of other members of the family of tumors and 
cysts pathologically similar to those observed in patients with epiloia. 

Van der Hoeve** reported the appearance of advanced tuberous 
sclerosis in 5 brothers and sisters. Van Bouwdijk Bastiaanse and 
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Family, J. A. M. A. 71:963 (Sept. 21) 1918. 
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Landsteiner '° cited 5 cases among 9 siblings, and Jones *° reported the 
disease in 3 members of one family. Fabing** reported tuberous 
sclerosis with epilepsy in identical twins whose maternal aunt had 
epilepsy, with seizures beginning at the age of 30. The cutaneous 
lesions of the twins were mirror images of each other. Randak, Reitman 
and Riehl (quoted by Cockayne **) have recorded the occurrence in 
pairs of female twins of adenoma sebaceum alone or combined with 
neurofibromatosis. In this connection it is well to recall Hopwood’s * 
case of tuberous sclerosis in 1 of dissimilar male twins. In Koenen’s ** 
report 6 of 9 members of a family were affected in three generations. 
Critchley and Earl ** recorded the history of a family in which the 
father, daughter and grandfather were affected. Messinger and Clarke *° 
cited the occurrence of tuberous sclerosis in a man aged 20 whose father 
had adenoma sebaceum. Two patients of Ferraro and Doolittle ‘* were 
sisters. Klauder * recorded a case of adenoma sebaceum in a girl 
aged 13. Her father and his brother had the same condition. In a 
report by Shelmire, a father and 3 children had typical adenoma 
sebaceum, though another child had fibroma only. No epilepsy or 
mental impairment was observed. 

In some instances only certain members of the family have the typical 
clinical picture of epiloia, while other members of the same family have 
only one or two of the typical triad of symptoms. Duive and van 


Bogaert ?* reported a case of adenoma sebaceum with mental deficiency 
but without epilepsy. A sister and 2 of her children had epilepsy, while 
a brother had a child who died of a cerebral tumor and epilepsy and 
another child who died of a cystic condition of the kidneys. Ley ** 
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reported on a similar family. Ferraro and Doolittle ** mentioned the 
occurrence of convulsive seizures in other members of the family. The 
mother of 1 of their patients died of hypernephroma. In a family 
reported on by Kirpicznik ** the grandfather suffered from an inoperable 
tumor of the kidney (hypernephroma) and the father and son exhibited 
adenoma sebaceum, renal tumor, epilepsy and tuberous sclerosis. The 
sister of Madden’s *° patient died after an operation for a tumor of 
the brain. 

Urbach and Wiedmann * recorded a history in which the father 
had adenoma sebaceum. There were 5 normal children. Of 5 others, 
1 had adenoma sebaceum only, 1 had adenoma sebaceum, other cutaneous 
changes and a congenital cardiac lesion, 1 had adenoma sebaceum and 
epilepsy, 1 had adenoma sebaceum, epilepsy and imbecility and another 
had adenoma sebaceum and imbecility without epilepsy. An eleventh 
child was feebleminded and showed signs of cardiac defect, but had no 
changes in the skin. 

While in some cases the hereditary and familial features are promi- 
nent, in many cases the family history may be completely negative. Of 
the 16 cases reported by Brushfield and Wyatt,"* in only 1 instance 
did the condition occur more than once in the same family. These 
authors and Critchley and Earl * emphasized the occurrence of a neuro- 
pathic heredity or psychopathic taint in the families of those afflicted 
with tuberous sclerosis. In the series of the latter a family history was 
obtainable in 20 instances, with marks of psychopathy present in 13 cases. 
Epilepsy and alcoholism were common, and in many families psychoses 
had occurred. 

We obtained a history of epilepsy or subnormal mentality in the 
parents of 5 of our 10 patients. There were mentally retarded siblings 
in three families, epileptic siblings in two families and adenoma sebaceum 
in 2 brothers of 1 of our patients. The maternal aunt of another patient 
suffered from epilepsy. 

The occurrence of abortive cases makes it impossible to work out a 
mode of inheritance from the data available at present. We agree with 
Cockayne ”? that it is probably an incompletely dominant trait. Gunther 
and Penrose *? concluded that a single rare dominant gene is the main 


28. Ley, A.: Sclérose tubéreuse de Bourneville sans troubles mentaux avec 
hérédité similaire dans la descendance, J. belge de neurol. et de psychiat. 33:679 
(Oct.) 1933. 

29. Kirpicznik, J.: Ein Fall von tuberéser Sklerose und gleichzeitigen multiplen 
Nierengeschwiilsten, Virchows Arch. f. path. Anat. 202:358, 1910. 

30. Madden, J. F.: Adenoma Sebaceum, Arch. Dermat. & Syph. 28:263 (Aug.) 
1933. 

31. Urbach, E., and Wiedmann, A.: Morbus Pringle and Morbus Reckling- 
hausen, Arch. f. Dermat. u. Syph. 158:334, 1929. 

32. Gunther, M., and Penrose, L. S.: The Genetics of Epiloia, J. Genetics $1: 
413 (Oct.) 1935. 
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causative factor, although in an appreciable number of patients—the 
majority of whom are idiots—the condition is thought to have arisen 


by mutation. 
SYMPTOMATOLOGY 


Mental Changes.—The great majority of patients with adenoma 
sebaceum are known to be mentally defective. Most of them are idiots 
or low grade imbeciles, and the mental defect is often noted at birth or 


at a very early age. 

In some cases development may be comparatively normal for several 
years (case 3). When the retrograde process sets in, the child ceases 
to take interest in playthings, prefers to sit still, loses the power of atten- 
tion and becomes untidy and indifferent to everything which had previ- 


ously attracted it. 

Neurologic Changes——From the neurologic point of view, the most 
prominent feature of this syndrome is epilepsy. Though generally a part 
of the picture of this condition, it may not necessarily appear in every 
case. When present, it usually begins in the first two or three years 
of life; however, in some cases it may not appear until the latter part of 
the first decade or, more rarely, during adolescence (cases 3 and 6). 
According to Lind,** 50 per cent of the patients demonstrate the con- 
vulsive state during the first year, although in our series only 33 per cent 
did so. The convulsive state may appear in any one of the familiar 
epileptic forms, such as petit mal, grand mal, jacksonian epilepsy or 
psychic equivalents. 

All these epileptic states show a decided tendency toward increase 
in frequency of the attacks, and although they may begin mildly, they 
usually terminate in rather severe seizures. Some patients may have 
attacks three or four times a year, while others may have as many as 
ten or twelve a day. In Bychowski’s ** case the convulsive seizures 
occurred up to the fifth year and then ceased entirely. Critchley and 
Earl ** stated that many patients with epiloia exhibit long periods of 
remissions from convulsive seizures, a feature which distinguishes these 
patients from other epileptic patients with mental defect. During the 
remission the mental deterioration usually continues steadily, thus 
emphasizing the lack of correspondence between the severity of the 
epilepsy and the degree of idiocy (cases 6 and 9). 

Focal signs, such as localized pareses and contractures, muscular 
spasms, clonus and defects in speech, are frequently present (4 of our 
10 patients). Bielschowsky *° reported a case in which the movements 


33. Lind, W. A. T.: Epiloia, M. J. Australia (supp.) 2:290 (June 14) 1924. 
34. Bychowski, Z.: Zur Klinik der Sclerosis tuberosa, Deutsche Ztschr. f. 
Nervenh, 120:304, 1931. 


35. Bielschowsky, M.: Zur Histopathologie und Pathogenese der tuberdsen 
Sklerose, J. f. Psychol. u. Neurol. 30:167, 1924. 
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on one side of the body were much retarded, with rigidity and tremor 
limited to that side. In younger persons definite diminution in muscle 
tone is usual, allowing undue mobility at the joints; in older patients 
this hypotonicity is usually replaced by rigidity. As a rule, it is impos- 
sible to investigate this point more closely, because a certain amount of 
negativism is generally present. Catatonia is often found, especially 
in the latter type of patient. Cerebellar signs were present in 1 of 
Critchley’s patients. 


Visceral Lesions—The symptoms referable to the visceral tumors 
vary according to the organ affected and need not be considered in detail 
in a dermatologic paper. 


Cutaneous Changes.—It is impossible after a survey of the literature 
to classify exactly the many cutaneous changes which may be associated 
with tuberous sclerosis. Many of the lesions have been inadequately 
described, and in some instances apparently identical changes have been 
interpreted differently by several observers. The absence of adequate 
histologic correlation prevents arrangement on that basis. The following 
tentative working classification, which further knowledge will doubt- 
lessly modify and enlarge, is offered: 


I. Hyperplasias and tumors 
A. Adenoma sebaceum 
1. Papular variety 

2. Plaque or nevoid variety 


B. Fibrous hyperplasias 
1. Polypi; cutaneous tags 
. Miliary fibrous tubercles 
. Raised subcutaneous or intracutaneous nodules; fibromas of the scalp 
. Collagenous plaques 
(a) Shagreen patches 
(b) Purplish red plaques 
(c) Goose flesh patches 
(d) Pigskin patches 
(e) Yellowish cauliflower-like patches 
5. Subungual and periungual fibromas 
6. Gingival, lingual and palatal fibromas 


C. Tumors 
1. Lipomas 
. Fibromyolipoma 
. Angiofibrolipoma 
. Syringocystadenoma 


. Pigmented 
. Hairy 

. Vascular 

. Anemic 
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. Disturbances of pigmentation 
1. Café au lait “spots” or “macules” 
2. Diffuse bronzing of extensive regions of the skin 
3. Vitiligo and canities 
4. Pale freckles 
IV. Changes in the nails 
V. Hyperkeratoses 
1. Ichthyosis 
2. Hereditary palmar and plantar keratoses 
VI. Miscellaneous 
1. Purpuric rash on the limbs and trunks 
2. Generalized hypertrichosis 
3. Warts 
4. Macular atrophy 

I. Hyperplasia and Tumors: dA. Adenoma sebaceum. ‘The lesions 
of adenoma sebaceum may be present at birth but usually appear in the 
first decade of life, spread slowly at the beginning and commonly exhibit 
a decided increase in their number about the time of puberty. Brushfield 
and Wyatt '! pointed out that in many cases the condition appeared 
during the fourth and fifth years, when the sebaceous glands (already 
present in the fetus) begin to secrete (Caylor *°). In some families the 
lesions begin to appear at puberty, and in rare instances they may not 
appear until late adult life. In Dore’s** patient adenoma sebaceum 
began between the ages of 19 and 21. 

The earliest lesions are first seen in the nasolabial folds as a few 
isolated pale pink, discrete, flat or rounded papules. New lesions slowly 
appear on the nose, cheeks and chin in a symmetric fashion (fig. 1). The 
temporal regions and forehead are frequently involved, and occasionally 
lesions occur on the eyelids, particularly near the inner canthus. They 
rarely appear on the upper lip between the nasolabial folds and, according 
to most writers, never below the clavicles. In some patients a distinct 
circumoral pallor is noted, in contrast to the congestion of the nose, malar 
region and chin. In most cases the lesions are symmetrically distributed 
on the sides of the nose and cheeks, but they may be asymmetrically 
arranged. 

In 1 of Crocker’s ** cases the condition was strictly unilateral in the 
usual position, and in another it was on the lower jaw and outer side of 
the right cheek. He cited Gaucher and Lacapére’s case, in which the 
disease, which began at the age of 48, was limited to a score of papules 





36. Caylor, H. D.: Epitheliomas in Sebaceous Cysts, Ann. Surg. 82:164 (July) 
1925. 

37. Dore, S. E.: Case Presentation, Brit. J. Dermat. 18:215, 1906. 

38. Crocker, H. R.: Diseases of the Skin, ed. 3, Philadelphia, P. Blakiston’s 
Son & Co., 1903, p. 987. 
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on the left temple. Pollitzer’s *° patient had about thirty lesions lineally 
arranged on the left side of the forehead. There were no mental changes 
or epilepsy. Audry,*® Fordyce,*t Dowling *? and Whitehouse ** have 
also reported cases in which the cutaneous manifestations were 
asymmetric. 

The fully developed eruption has a distinctly warty or nodular 
character. The individual papules are soft to firm, average about 4 mm. 
in diameter and project 2 to 5 mm. above the skin. There is a distinct 
tendency for the lesions to become pedunculated, forming a globoid mass 











Fig. 1 (case 3).—The “typical” picture of adenoma sebaceum. Note the cir- 
‘cumoral pallor and the absence of lesions on the upper lip between the nasolabial 


folds. 


on a slender pedicle. The classic papule is described as reddish, with a 
minute telangiectatic point, fine tuft or stellate network of injected capil- 


39. Pollitzer, S.: A Case of Adenoma Sebaceum, J. Cutan. Dis. 11:475 (Dec.) 


1893. 
40. Audry, C.: De l’adénome sébacé circonscrit, Ann. de dermat. et syph. 


4:563, 1903. 
41. Fordyce, J. A.: Some of the More Unusual Forms of Epithelial Growths 


of Skin, J. A. M. A. 51:1398 (Oct. 24) 1908. 
42. Dowling, G. B.: Adenoma Sebaceum Tumours in a Boy Aged Nineteen, 


Proc. Roy. Soc. Med. 18:55, 1925. 
43. Whitehouse, H. H.: Adenoma Sebaceum, Arch. Dermat. & Syph. 14: 


483 (Oct.) 1926. 
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laries capping its summit. In our experience, however, this lesion is 


distinctly less common than yellowish red, pink, brown or flesh-colored 





papules in which no capillary changes are evident. The papules fade 





on pressure to a great extent, but the red color does not entirely dis- 
S ? 





appear. The lesions may be few or numerous, with extensive coalescence 





forming irregular masses. Occasionally, as in case 2, some of the nodules 





undergo spontaneous involution, leaving superficial scars. 





Many authors classify adenoma sebaceum into several clinical types- 
Thus, the “Pringle type,” a soft red tumor, is characterized by great 
hypertrophy of the sebaceous glands and abundance of vascular or 
telangiectatic elements. A rarer variety consists of a few discrete 




















Fig. 2 (case 1).—In addition to the typical warty or nodular eruption this 
patient exhibits a pigmented, plaquelike lesion in the temporal region. The patho- 
logic changes in the latter are the same as those seen in the papules on the face. 
A pedunculated lesion is present in the nasolabia! fold 










nodules showing decided changes in the sebaceous glands, scattered 
over the butterfly area of the face. They are pale and completely 
avascular and never coalesce, and there is no surrounding tissue reac- 
tion. These lesions are firmer than those of the “Pringle type” and 
are often referred to as the “Balzer type” of adenoma sebaceum. <A third 
variety, spoken of as the “Hallopeau-Laredde type,” is sometimes 
described as consisting of vascular, often verrucous, nodules of particular 
hardness from excessive fibrous tissue development. Cases in which 
the several types of lesions may be discerned are not uncommon. 

A type of adenoma sebaceum which, according to our knowledge, 
has heretofore not been recorded or has been designated as “nevus” 
we have classified as a “plaque or nevoid variety.” One to five lesions 















See 
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of this type were present in 9 of our 10 cases. They occurred on the 
upper part of the cheeks, on the forehead and in the temporal regions 
and were generally unilateral (fig. 2). In at least 3 instances in our 
series they were present at birth. In the cases in which the lesions 
occurred later in life they originated as such and were not the result 
of confluence of nodules. Growth of the plaques is slow, the lesions 
apparently remaining stationary for years. 

The plaques vary from flesh colored or rose to dark brown and from 
1 or 2 cm. in diameter to as much as 4.5 by 9 cm. Their surfaces are 
flat or irregularly convex with sloping borders and raised from 3 to 
6 mm. above the surrounding skin. A plaque on the forehead of 1 of 
our patients (case 5) occurred in the form of cutis verticis gyrata and 
exhibited three deep transverse grooves separating gyri approximately 
12 mm. in width (fig. 3). The consistency of the plaques is firm, 








Fig. 3 (case 5)—Adenoma sebaceum. A large plaquelike lesion appears in 
the form of cutis verticis gyrata. Smaller, flesh-colored nodular plaques are 
present on the left side of the forehead. 


spongy or rubbery. Clinically a pigmented nevus with underlying vas- 
cular growth may be suggested. In 3 of our patients the plaques 
exhibited an excess of lanugo hair; in 5 the lanugo hair was normal in 
amount, while in the ninth patient it was diminished. Histologically 
the changes are similar to those occurring in the discrete nodules, and 
we consider the plaques and nodules part of the same general process. 

In case 5 the infiltrated plaque was present at birth, epilepsy at the 
age of 2 years and the full picture of adenoma sebaceum at 10 years. It 
is pertinent to suggest the possibility of forecasting the occurrence of 
adenoma sebaceum by careful histologic examination of nevoid lesions 
occurring on the cheeks, forehead or temporal regions of epileptic infants 
and young children. 

There are usually no subjective symptoms in adenoma sebaceum, 
although Pringle stated that the rash may be painful in cold weather. 
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Since, however, many of the mentally defective patients with this condi- 
tion cannot talk, it would obviously be difficult to register complaints. 
Mentally normal patients have no subjective symptoms, and we have 
rarely seen even the lowest grade idiot pick or excoriate the lesions. The 
facial lesions are seen to deepen in color during epileptic seizures, the 
congestion becoming extreme in serial attacks. Similar changes are 
noted during certain involuntary straining contortions exhibited by some 
patients. Frequently the same area of skin is affected by rosacea (case 9). 

The presence of adenoma sebaceum is of greatest diagnostic sig- 
nificance. Although it may be absent in tuberous sclerosis, one would 
hesitate to diagnose the latter condition without clinical evidence of 
adenoma sebaceum except among those members of a family in which 
epiloia occurs who show neurologic or psychic abnormalities. Pos- 
sibly the only other clinical sign approaching adenoma sebaceum in 
diagnostic value is the rare flat retinal tumor described by van der 
Hoeve 'S under the term phacoma. Our patients did not show such 
retinal tumors. There is no apparent relation between the number of 
cutaneous lesions and the extent of the cerebral sclerosis. 

B. Fibrous hyperplasias. The fibrous hyperplasias of the skin occur- 
ring in tuberous sclerosis are varied but lack the diagnostic significance 
of adenoma sebaceum. Probably the most striking examples of these 
are the cutaneous tags or polypi which occur along the sides of the neck, 
in the axillary folds, on the shoulders and back and in the groin and 
intergluteal folds near the anal orifice. They vary in size from that of 
a pinhead to that of a pea and usually number from one to twenty, 
although they may be much more numerous. The lesions are soft, 
painless, flesh colored, brown or bluish red, often project at right angles 
to the skin and are distributed irregularly. As with some of the other 
fibrous hyperplasias, the cutaneous polypi have a predilection for the 
dorsal aspects of the trunk, and the distal segments of the skin usually 
remain free from the abnormalities. 

Critchley and Earl ** described large numbers of miliary fibrous 
tubercles scattered over the trunk. They were slightly raised papules 
smaller than a pinhead and indistinguishable in color from the surround- 
ing skin. In size and appearance they resembled coarse “goose flesh” 
(but permanent). In Buschke’s case (cited by Critchley and Earl) 
each seedlike milium was pierced by a lanugo hair. 

Raised sessile subcutaneous or intracutaneous fibrous nodules, vary- 
ing in size from that of a pinhead to that of a walnut, occur in tuberous 
sclerosis (cases 5 and 7). They are usually multiple, though numbering 
as a rule not more than a dozen. They have a predilection for the back 
of the trunk, neck, shoulders and forehead. Fibromas of the scalp 
occurred in 1 of our patients (case 9) as two projecting globoid nodules 
(fig. 4). Usually they are deeply seated in the skin, slightly raised and 
bluish and may superficially resemble old scars. 
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Areas of fibrous hyperplastic skin have been variously described by 
a number of authors. A highly characteristic lesion of the skin is the 
“shagreen” patch. It occurs as an uneven thickening of an area of 








Fig. 4 (case 9).—Fibromas of the scalp. The lesions appear as projecting 
globoid nodules; more commonly they are situated deeply in the tissue and may 
superficially resemble old scars from injuries received during epileptic seizures. 








Fig. 5 (case 5).—Collagenous plaques. The pilosebaceous orifices in the 
largest plaque are prominent, creating a pigskin-like appearance. The smaller 
plaques are smooth and more nodular. The histologic structure of the several 
types was identical. 
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skin which elevates it slightly above the surrounding surface. Each 
plaque is irregularly shaped and of about a palm’s breadth. They are 
usually single and are commonest over the lumbosacral region. As 
their color is that of the surrounding skin, they may be discoverable only 
by close inspection or by palpation. In case 8 in our series there was a 
typical shagreen patch on the back of the patient’s neck, overlying a 
spina bifida. 

The patient described by Walsh, Koch and Brunsting '° had numer- 
ous purplish red plaques, of various sizes and shapes, which on palpa- 
tion imparted the sense of a peculiar lack of resistance described as an 
“air cushion” or bladder-like sensation. Histologic sections revealed 
only fibrous hyperplasia. 

Three of our patients exhibited a number of areas of goose flesh, 
such as were described by Schuster.‘4 The patches were irregular in 
outline, sometimes had scalloped borders and measured from 2 to 4 cm. 
in diameter. They were irregularly distributed over the neck, shoulders 
and lower part of the back. Their color approximated that of the 
adjacent skin, and they were soft. 

Similarly distributed over the lower part of the back and flanks of 
5 of our patients were soft, flesh-colored or paler raised plaques of pig- 
skin appearance (fig. 5). They varied up to 8 by 10 cm. in size. The 
lesions had a somewhat greater depth than that of the preceding plaques 
and were more or less rubbery on palpation. Their outstanding charac- 
teristic was the great prominence of their pilosebaceous orifices. Clini- 
cally small lesions of this type might conceivably be misinterpreted as a 
manifestation of Recklinghausen disease. 

Yakovlev and Guthrie '* reported the occurrence on the trunk of 
flat, yellowish patches of cauliflower character, varying in size from that 
of a pinhead to that of a dime and consisting of minute pedunculated and 
thickly set fibrous excrescences. 

The relation of the several types of plaques is not known. Detailed 
histologic studies were not recorded in most cases, although the results of 
our pathologic observations indicate their possible identity. 

Subungual fibromatosis associated with adenoma sebaceum was first 
described by Kothe ** in 1903 and has since been reported by Reitman,*® 
Polland,*? Busch,** King-Smith,*® Valade,°° Oulmann,*' Skeer ** and 


44. Schuster, P.: Die Beziehungen der sogenannten tuberése Sklerose des 
Gehirns zur Dermatologie, Dermat. Wchnschr. 57:1475, 1913. 

45. Kothe, R.: Zur Lehre von den Talgdriisengeschwiilsten, Arch. f. Dermat. u. 
Syph. 68:33 and 359, 1903. 

46. Reitman, K.: Zur Kenntnis des “Adenoma sebaceum Pringle” (Naevus 
multiplex Pringle), Arch. f. Dermat. u. Syph. 83:177, 1907. 

47. Polland, R.: Fibromatosis subungualis, Dermat. Ztschr. 23:542, 1916. 

48. Busch, N.: Morbus Pringle: Subunguale Fibromatose. Papillomatosis cutis 
et mucosae. Molluscum pendulum, Dermat. Ztschr. 62:8, 1931. 
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others. These are firm, flesh-colored or dull red, painless proliferations 
which emerge from the nail groove and lie on the nail plate (fig. 6). 
They vary in size from that of a pinhead to that of a pea and are usually 
more numerous on the toes. It has been suggested that pressure from 
the shoes stimulates the growth of the tumors. In a few instances they 
have been recorded as occurring under the nail plate. Most commonly 
they occur at or after puberty, although at times they appear earlier in 
life. Busch ** stated that subungual fibromatosis is more common in 
women. Of 14 cases collected, 11 occurred in women. Four of our 
patients exhibited these.growths, 2 males and 2 females. The growths 
do not undergo involution after roentgen therapy and have a definite 
tendency to recur after surgical excision. 





Fig. 6 (case 3).—Subungual fibromas. A large lesion has grown from the 
fold of the nail of the great toe; smaller growths may be seen on the second and 
fourth toes. The fibroma on the great toe recurred after surgical removal. 


Fibrous nodules occur most frequently on the gingiva but. are also 
seen on the buccal mucosa, hard palate, tongue and nasal mucosa. 


49. King-Smith, D.: Adenoma Sebaceum: Nevoid Growths About Toe-Nails, 
Arch. Dermat. & Syph. 25:175 (Jan.) 1932. 

50. Valade, C. K.: Adenoma Sebaceum and Nevoid, Subungual Tumors, 
Arch. Dermat. & Syph. 26:191 (July) 1932. 

51. Oulmann, L.: Adenoma Sebaceum, Arch. Dermat. & Syph. 32:330 (Aug.) 
1935. 

52. Skeer, J.: Adenoma Sebaceum (Pringle), Von Recklinghausen’s Disease, 
Subungual Fibromatosis Associated with Epilepsy or Tuberous Sclerosis: A 
Symptom Complex, Urol. & Cutan. Rev. 42:110 (Feb.) 1938. 
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Busch,*® Kurtz,®* Skeer ** and others have reported the occurrence of 
fibrous excrescences, pedunculated nodules and papular hyperplasias on 
the upper and lower gingiva in the region of the incisor and canine teeth. 
They are usually multiple and vary in size from that of an oat to that 
of a pea. The fibromas are irregularly distributed and often have a 
papillomatous surface. Not sensitive to pressure and firm in consistency, 
they are of the color of the mucous membrane. Busch **® described 
pinhead-sized papillomas on the dorsum of the tongue interspaced 
between the papillae. Skeer’s °* patient had several cystic lesions of 
the buccal mucosa on the left side, the detailed characteristics of which 
were not described. In addition to multiple gingival fibromas, a firm 
nodule, slightly larger than a pea was present on the hard palate in case 
4. In case 10 fibrous papules were exhibited on the gums and tongue. 

C. Tumors. Cutaneous tumors of various kinds have been recorded 
in cases of tuberous sclerosis. Dore ** and Middleton ** recorded the 
occurrence of multiple subcutaneous lipomas and fibromyolipomas, and 
Bielschowsky *° reported angiofibrolipomas. Skeer ** stated that syringo- 
cystadenoma and neurinoma may occur in association with tuberous 
sclerosis. Obviously, the differential diagnosis of these several types of 
tumors rests largely on a histologic basis. 

II. Nevi: Various pigmented, hairy and vascular nevi have been 
recorded as occurring in association with adenoma sebaceum and 
tuberous sclerosis. In Fabing’s ** cases of tuberous sclerosis in identical 
twins, the vascular and pigmented nevi had a mirror image distribution, 
as did the lesions of the central nervous system. Most characteristic of 
all is Vorner’s nevus anaemicus, which is said in some instances to be the 
only cutaneous manifestation of typical tuberous sclerosis of the brain. 


III. Disturbances of Pigmentation: Probably the most common dis- 
order of pigmentation recorded as occurring in association with tuberous 
sclerosis is the café au lait spots. These consist of coin-sized to palm- 
sized, light brown patches, which are often oval or circular and fre- 
quently contain small dark puncta. The skin in the patches appears to 
be normal in texture. They occur most commonly on the trunk, par- 
ticularly about the waist. Cockayne ** quoted Siemens as pointing out 
that the outline of the pigmented areas is much more even than in naevi 
spili. We failed to find lesions of this type in our series. 

Critchley and Earl ** described diffuse bronzing of wide regions of 
the skin as being common in tuberous sclerosis, although we have failed 


53. Kurtz, L.: Die bei tuberéser Sklerose vorkommenden Hautveranderungen 
und ihre pathogenetische Bedeutung, Dermat. Wchnschr. 98:357, 1934; abstracted, 
Arch. Dermat. & Syph. 31:99 (Jan.) 1935. 

54. Middleton, S.: The Neuro-Ectodermal Dystrophies, J. Roy. Army M. 
Corps 71:97 (Aug.) 1938. 
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to observe this condition. Patches of vitiligo are commonest on the trunk 
(case 8 and 10), occasionally exhibiting an approximate segmental dis- 
tribution recalling a thoracic dermatome. Localized canities of the scalp 
or eyebrows may occur. 

One of Hopwood’s '* patients exhibited innumerable small, white 
macules, or “pale freckles,” on the face, neck, hands, chest, abdomen, 
back, legs and penis. They varied in size, but most of them were only 
1 to 3 mm. in diameter. No attempt at classification was made by the 
author. Similar macules occurred about the neck and shoulders of 1 
of our patients (case 7). 

IV. Changes in the Nails: In a case reported by Skeer,** all the 
finger nails were “gnarled and discolored and showed linear striations 


and grooves. Several of the nails had paronychial involvement with 


inflammation and pus. Others were split in several places. All the 
toe nails were discolored, misshapen, and striated.” Valade’s *° case 
also showed dystrophy of the nails. 

All the nails of 1 of our patients (case 1) were longitudinally striated. 
The lateral portion of the nails was perpendicular to the main body of 
the plate, creating a boxlike appearance. There were no changes at the 
edge of the nail or any thickening. The nail folds showed no evidence 
of inflammation ; in addition, there was no undue brittleness. In case 9 
there were longitudinal striations of the nails with transverse white 
bands. 

\. Hyperkeratoses: Middleton ** stated that cases of tuberous 
sclerosis with congenital ichthyosis or hereditary palmar and plantar 
keratoses have been described, although we have been unable to locate 
such reports. 

VI. Miscellaneous Changes in the Skin: Other abnormalities of the 
skin associated with tuberous sclerosis include a purpuric rash on the 
limbs and trunk, reported by Fox, and generalized hypertrichosis, 
recorded by Kreyenberg (cited by Critchley and Earl**). Warts have 
been recorded, but little mention is made of character, location or type. 
Schuster ** reported the occurrence of flat, wartlike, lentil-sized forma- 
tions of normal or slightly brown color. In case 9 in our series there 
was macular atrophy, an association which according to our knowledge 
has not been recorded heretofore. 


’ 


CLINICAL VARIATIONS 


While in most cases the triad of adenoma sebaceum, epilepsy and 
mental deficiency is well developed, abortive forms of tuberous sclerosis 
are not uncommon. Any phase of the triad may be poorly developed ; 
the mental defect may not be pronounced; the epilepsy may be mild, 
and the cutaneous manifestations reduced to a few nondiagnostic lesions. 
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One of the triad of symptoms may exist alone, or any two may occur 
in the absence of the third. The formes frustes then may present 
numerous clinical pictures, as shown in the following paragraph. 

Adenoma Sebaceum Alone——Reports of a number of cases of 
adenoma sebaceum occurring in otherwise apparently normal persons 
have appeared in various society transactions. As to whether histologic 
changes occur in the brains of these persons, Critchley and Earl ** stated 
that it is not unlikely that slight alterations may be found in the cere- 
bral cortex, differing only in degree from those occurring in epiloia. The 
possibility of latent cerebral changes is further borne out by the occa- 
sional development of insanity in middle life in cases which up to then 
were of dermatologic interest only. It cannot be denied, however, that 
the neuropsychiatric features are distinctly in the background in these 
persons. No shortening occurs in the expectation of life, and the patient 
remains a useful, working member of the community. In Adamson’s ** 
iamily, the mother presented the picture of adenoma sebaceum at birth; 
her son, at the age of 4 years. Both were of normal intelligence. It is 
our feeling that apparently normal persons with adenoma sebaceum: 
should be observed closely for the possibility of epileptic equivalents. 

Epilepsy Alone—Stewart * reported the occurrence of tuberous 
sclerosis in an apparently normal person whose only clinical manifesta- 
tion was convulsions occurring just before her death. There was no 
adenoma sebaceum. At postmortem examination nearly a score of small 
tumors were found in the brain. 

Denny and Brown ** reported cases of adenoma sebaceum without 
epilepsy in 2 sisters. The son of 1 of them had epilepsy without adenoma 
sebaceum. It is possible that the latter’s convulsions were due to tuberous 
sclerosis and that adenoma sebaceum might have developed later in life. 

Mental Deficiency Alone —We have been unable to find case reports 
of feeblemindedness alone explained on the basis of tuberous sclerosis. 
From our present knowledge of the complex, we think it possible that 
such cases exist. Diagnosis could be made only by finding typical 
“candle gutterings” in the ventricles on encephalographic studies or on 
postmortem examination. 

Adenoma Sebaceum with Mental Defictency—The occurrence of 
adenoma sebaceum with mental deficiency in the absence of epilepsy is 
exemplified by case 2 in our series. The patient exhibited a few nodules 
55. Adamson, H. G.: Case Presentations: Adenoma Sebaceum in Mother and 
Son, Brit. J. Dermat. 23:109, 1911. 

56. Stewart, R. M.: An Atypical Form of Tuberous Sclerosis, Brit. M. J. 
2:60 (July 13) 1935; abstracted, Arch. Neurol. & Psychiat. 36:403 (Aug.) 1936. 
57. Denny, D., and Brown, M. B.: Variant of Epiloia: Adenoma Sebaceum 
Without Epilepsy in a Woman; Epilepsy Without Adenoma Sebaceum in Her Son, 
Proc. Roy. Soc. Med. 31:717 (May) 1938. 
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on her cheeks and chin of typical adenoma sebaceum from both the clini- 
cal and the histologic aspect. She was a high grade imbecile, with a 
mental age of 6 to 10 years and an intelligence quotient of 43. Long 
careful observation ruled out the likelihood of epileptic equivalents in the 
patient, although she exhibited what may be called an epileptic per- 
sonality. 

Adenoma Sebaceum with Epilepsy—Bychowski,** Busch,** Ley,** 
Schuster,** Critchley and Earl** and others have reported cases of 
tuberous sclerosis with adenoma sebaceum and epilepsy in persons 
with normal intelligence. 

Epilepsy with Mental Deficiency—In a case of atypical tuberous 
sclerosis reported by Jacobs (cited by Freund **) the condition was diag- 
nosed as genuine epilepsy with advanced feeblemindedness. Only a few 
small, pigmented nevi were found on the back and on the right side of 
the chest. Necropsy showed the presence of a typical focus of tuberous 
sclerosis in the left frontal lobe. 

Yakovlev and Guthrie ** cited Gallus’ case in which the only cuta- 
neous manifestation was a fibroma in the region of the knee. A diag- 
nosis of tuberous sclerosis was made and confirmed at necropsy. 

Ferraro and Doolittle,* noting that adenoma sebaceum was some- 
times preceded by the occurrence of the other elements of the triad, sug- 
gested that in some of the cases reported in the literature in which there 
were no cutaneous lesions the adenoma sebaceum might have developed 
had the patients lived longer. We feel that when epilepsy and idiocy 
appear in a child, especially when the conditions are progressive, the 
possibility of tuberous sclerosis should be considered. In persons in 
whom the cutaneous lesions appear first at adolescence, they give no 
assistance in diagnosis during the early years of life. 

Adenoma Sebaceum with Symptoms of Cerebral Tumors.—Adenoma 
sebaceum may occur with symptoms of cerebral tumor as an atypical 
manifestation of tuberous sclerosis. 

One of Schuster’s ** patients, an epileptic person of normal intellect, 
had adenoma sebaceum. Early in life, signs of increased intracranial 
pressure developed. At autopsy an intracerebral glioma was’ found in 
addition to the usual lesions of tuberous sclerosis. Bychowski ** has 
reported a similar case. Freeman ** recorded a multilocular cyst in the 
right frontal pole formed by dilatation of the perivascular lymphatic 
spaces and quoted Bundschuh (1912), who found symmetric cysts at 
the occipital poles in his case. 


58. Freund, C. S.: Ueber die tuberése Hirnsclerose und iiber ihre Beziehungen 
zu Hautnaevi, Berl. klin. Wcehnschr. 55:274, 1918. 
59. Freeman, W.: Tuberous Sclerosis, Arch. Neurol. & Psychiat. 8:614 (Dec.) 


1922. 
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Visceral Tumors Alone (Including Retinal Tumors ).—Visceral 
tumors alone may represent formes frustes of tuberous sclerosis. In 
some patients only intra-abdominal lesions are present. Cases are on 
record in which a person, otherwise normal, suffered from a renal tumor, 
and at necropsy typical cerebral changes of tuberous sclerosis were found. 
Multiple rhabdomyomas of the heart have been reported in association 
with the typical pathologic picture of tuberous sclerosis. 

According to van der Hoeve,'S atrophy of the optic nerve, cataract 
and retinal tumor (the so-called phacoma) are occasionally the only 
clinical manifestations. Van der Hoeve found a retinal tumor in the 
fundus of a 21 year old patient who showed no other abnormalities. 
The nature of the tumor was revealed when investigation of the family 
history revealed 5 brothers and sisters suffering from advanced tuberous 
sclerosis. 
FINDINGS 





ASSOCIATED 
The congenital malformations associated with tuberous sclerosis are 
many and varied. The changes seem to involve both mesodermic and 
ectodermic structures. In general, the patients are undersized for their 
years without showing any infantilism or absence of secondary sexual 
factors. Instances of genital agenesis and adiposogenital dystrophy, 
however, have been recorded. Krabbe °*° found precocious puberty in 
2 boys with epiloia. Cornil and Kissel * also recorded macrogenitosomia 
in a boy of 13 with adenoma sebaceum and mongolism. Dore’s ** patient 
had a supernumerary nipple on the left side. Forman ° reported a case 
of premature baldness in a female (masculine type) with sebaceous 
adenomas. 

Microcephaly, plagiocephaly, congenital hydrocephalus and _ partial 
agenesis of the brain have been observed by different writers. Hemi- 
atrophy has also been noted. Herman and Merenlander ** recorded a 
case in which there was hemifacial hyperplasia of the cheeks, lips, con- 
junctiva and concha of the ears. The ears may be excessively large, 
protruding, misshapen or asymmetric. Epicanthus, strabismus and high 
myopia and colobomas of the iris and choroid are occasionally found. 

A high, narrow palate is one of the most common findings among 
Harelip and cleft palate are also observed. ‘The 





the congenital defects. 





60. Krabbe, K. H.: La sclérose tubéreuse du cerveau (maladie de Bourne- 
ville) et Il’hydrocéphalie dans leur relations avec la puberté précoce, Encéphale 
17:281, 437 and 496, 1922. 

-61. Cornil, L., and Kissel, P.: Macrogénitosomie précoce. Arriération mon- 
goloide. Adénomes sébacés du visage, Rev. neurol. 36:86 (Jan.) 1930. 

62. Forman, L.: Premature Baldness in Female (? Masculine Type) with 
Sebaceous Adenomata, Proc. Roy. Soc. Med. 26:749 (April) 1933. 

63. Herman, E., and Merenlander, J.: Pringle’s Disease with Hemifacial 
Hyperplasia of Cheeks, Lips, Conjunctiva, and Concha of Ear, but Without Any 
Psychoneurologic Symptoms, Acta dermat.-venereol. 16:276, 1935. 
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tongue may be long and slender. Critchley and Earl ** stated that it is 
interesting that defects in the enamel, irregular arrangement of the teeth 
and other dental abnormalities are absent. 

Defects in the bony skeleton are not rare. Spina bifida occurs 
(case 8). Supernumerary digits and shortening and incurving of the 
little finger have been noted comparatively frequently. One of the 
commonest findings is the simian hand. Syndactylia, congenital luxa- 
tion of the hip joint and valgus and varus deformities of the foot have 
also been described. 

Among the congenital defects of the cardiovascular system, mal- 
formation of the heart, transposition of the large blood vessels and 
vascular hypoplasia have been noted. Abnormal positions of the cecum 
and appendix have also been observed, as has situs invertus viscerum. 

Greig “* described a hemangioma of the meninges of the rolandic 
area associated with right hemiplegia, epileptiform convulsions and 
adenoma sebaceum. Hopwood '* demonstrated a hemangioma in the 
brain in 1 of his cases. 


PATHOLOGIC CHARACTERISTICS 


Central Nervous System.—The cerebral changes consist of from one 
to thirty or more yellowish white nodules scattered over the surface of 


the brain along the convolutions; the latter are not disturbed. They 
vary from 0.5 to 3 cm. in each dimension, and while they are commonly 
found in the cortex of the frontal lobe, they may occur in other parts 
of the brain. They are rare in the brain stem and cerebellum. The 
smaller areas are limited to the conformation of a convolution and are 
usually present on the summit of a gyrus. The larger ones extend over 
two or three adjacent convolutions and may affect the depths of the 
sulci as well as the summits of the gyri. The lesions feel firm to the 
touch and give rise to the name of tuberous or potato-like sclerosis. 
They are surrounded by areas of brain tissue of normal appearance and 
consistency, so that on palpation of the freshly removed brain one obtains 
a characteristic impression of hard nodules scattered in the cortical sub- 
stance. The lesions consist of dense gliomatous tissue with very few 
ganglionic cells. They also contain large cells supposed by some to be 
altered ganglionic cells and by others—with greater probability—to be 
large gliomatous cells. 

There are, in addition, large numbers of small tumors under the 
ependyma of the ventricles, and these are formed of ependymal, glial or 
vascular elements. In this location the lesions give the appearance of 
bunches of grapes or “candle gutterings,” hanging down from the upper 


64. Greig, D. M.: A Case of Meningeal Naevus Associated with Adenoma 
Sebaceum, Edinburgh M. J. 28:105, 1922. 
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surface of the ventricles, and may be demonstrated by an encephalogram. 
These growths sometimes acquire large size and assume the form of a 
cerebral neoplasm. Associated with these changes are calcareous con- 
cretions, cystic cavities, glial or vascular tumors and meningitis. 

No attempt will be made to present a detailed description of the gross 
and histologic features of the brain in tuberous sclerosis. For details 
of these changes, the reader is referred to works by Hopwood,’* 
DeJong,’ Freeman,®® Ferraro and Doolittle,‘ Critchley and Earl 74 
and others. 

Viscera—The visceral tumors associated with tuberous sclerosis 
affect many organs and comprise undifferentiated embryonic neoplasms, 
hemangiomas, lipomas, myomas, fibromas, mixed tumors, teratomas, 
dermoid cysts and carcinosarcomatodes. The majority are symptomless 
during life and are found at necropsy. The heart and kidneys are the 
most common sites of tumors. Bielschowsky and Gallus © in 78 autop- 
sies recorded observed renal tumors in 41, adenoma sebaceum in 28 and 
tumors of the heart in 11. In 25 there was a combination of lesions of 
the brain, skin and kidneys; in 8 there were lesions of the brain and 
heart, and in 3, of the brain, heart, skin and kidneys. 

Rhabdomyomas of the heart are visceral tumors commonly occurring 
in tuberous sclerosis. Farber ® collected 42 cases of cardiac rhabdo- 
myoma from the literature, in 26 of which there was associated tuberous 
sclerosis and in 5 there was not. In the remaining 11 cases the brain 
was not studied. The rhabdomyomas are usually small and multiple, 
appearing as grayish rounded masses, sometimes embedded in the muscle 
itself and sometimes projecting into the cavity of the heart. The com- 
monest sites are the septum, trabeculae, papillary muscles and anterior 
wall, and the tumors lie usually immediately beneath the endocardium. 
Clinically rhabdomyomas may produce no symptoms or signs; rarely the 
masses near a valvular orifice may give rise to cardiac murmurs. Not 
uncommonly, in children particularly, the condition is associated with 
sudden death apparently from trivial causes or unexpected or early death 
in the course of another illness. Critchley and Earl ** quoted Steinbiss, 
who stated that these tumors undergo fibrosis and never show malignant 
change. Their exact nature is a little obscure. They are evidently of 
prenatal origin and metaplastic rather than neoplastic in nature. 
Stewart ® classified them as hamartomas, i. €., not true tumors but the 
result of malformation of tissue or of excessive production of tissue in 
the course of development. 


65. Bielschowsky, M., and Gallus: Ueber tuberése Sclerose, J. f. Psychol. u. 
Neurol. 20:1, 1913. 
66. Farber, S.: Congenital Rhabdomyoma of the Heart, Am. J. Path. 7:105, 
67. Stewart, D. T.: Rhabdomyomatosis of Heart Associated with Sclerosis 
of Brain and Multiple Cysts of Kidneys, New Zealand M. J. 38:19 (Feb.) 1939. 
1931. 
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According to Hyman,** renal tumors occur in 80 per cent of cases 
of tuberous sclerosis. They are rarely diagnosed in life, though in the 
case reported by Hyman nephrectomy was necessary for the removal 
of a large necrotic hypernephroma. The tumors are usually multiple 
and bilateral and vary in size from that of a pinhead to that of a large 
orange. They are nearly always cortical, and though not encapsulated, 
they are sharply demarcated. They rarely, if ever, form metastases and 
are generally considered blastomas or congenital tumors. 

Histologically the renal tumors are of embryonal mixed type and 
vary from case to case. Thus, angioma, adenoma, angiosarcoma, lipo- 
sarcoma, myosarcoma, myolipoma, fibrolipoma, perithelioma, hyper- 
nephroma, mixed types with cystic formation and calcified whitish 
nodules have been described. Weber and Perdrau * demonstrated a 
neurofibromatous growth in the kidney in a case of tuberous sclerosis. 
Sometimes one type of tissue predominates in one part and another in 
a different portion, or the whole growth may be composed entirely of one 
kind of tissue. Some of these renal tumors become locally malignant 
and grow to great size. 

That more than one organ may be involved by tumors is shown by 
the occurrence of renal tumors and cardiac rhabdomyomas in 10 of 
Farber’s 26 cases aforementioned. 

Tumors and cysts have been found associated with tuberous sclerosis 
in many organs, including the lungs, intestines, rectum, liver, pancreas, 
spleen, ovaries, bladder, thyroid, mammae and bones. One of the most 
outstanding localizations because of its diagnostic importance is the 
retina. Van der Hoeve** was the first to report flat tumors of the 
retina. Their occurrence is rare in tuberous sclerosis, but when present 
in association with epilepsy and mental deficiency they are considered 
diagnostic. In none of our 10 patients were retinal tumors found. 

Bone.—Gottlieb and Lavine *° reported a case in which there were 
peculiar bony lesions limited to the skull and extremities, characterized 
by osteoporosis, mottling in the skull, periosteral thickening and destruc- 
tion of the cortical architecture. The metacarpal bones and their asso- 
ciated phalanges showed a few roumid areas of increased rarefaction 
suggesting cysts. Critchley and Earl ** stated that ossification of the 
sutures of the cranium has been noted at times. 

Skin (Dr. Fred D. Weidman).—As previously stated, from the 
clinical or gross anatomic point of view three types of lesions were con- 


68. Hyman, A.: The Association of Hypernephroma with Tuberose Brain 
Sclerosis and Adenoma Sebaceum, J. Urol. 8:317 (Oct.) 1922. 

69. Weber, F. P., and Perdrau, J. R.: Periosteal Neurofibromatosis with a Short 
Consideration of the Whole Subject of Neurofibromatosis, Quart. J. Med. 23: 
151 (Jan.) 1930. 

70. Gottlieb, J. S., and Lavine, G. R.: Tuberous Sclerosis with Unusual Lesions 
of the Bones, Arch. Neurol. & Psychiat. 33:379 (Feb.) 1935. 















BUTTERWORTH-WILSON—TUBEROUS SCLEROSIS 29 





cerned: the classic “nodule” on the face, a more plaquelike swelling 
located usually on the forehead or in the temples and a “fibroma” in 
the flanks or at the waistline. Interest naturally centered on the ques- 
tion whether a similar order of pathologic changes involved all three 
kinds of lesions. To the naked eye the fibromas were clearly different 
from the other two types. The plaques differed from the nodules on the 
face in that they did not give any indication of the presence of sebaceous 
glands or telangiectases. It was still felt, though, that they could be 
fundamentally the same but that the morbid changes were not sufficiently 
developed to make their details visible through the skin. 

Ten patients were subjected to biopsy, resulting in 44 specimens, a 
remarkable wealth of material. Samples of all three types of lesions 
were secured from 8 of the 10 patients. In but 1 patient were fewer 
than three lesions examined; in 1 patient eight lesions were studied. 
Altogether the specimens from the face numbered 16, from the temple 
12 and from the trunk (“fibroma”) 16. When indicated, sections were 
cut at several levels in the paraffin block in order that in such small 
specimens the representative part of the lesion would be surely included 
for study. The epidermis may be eliminated from any further con- 
sideration because it was normal in all the lesions, except for secondary 
changes such as pressure atrophy or mild acanthosis, which might be 
due to minor local irritation. 

1. Lesions from the Trunk (“Fibromas’’) : To dispose of the simplest 
type of lesion first, the fibromas (sixteen specimens) proved to be 
composed essentially of fibrous tissue, as was suspected clinically, and 
in no case was there any sebaceous hyperplasia. The fibrous tissue 
concerned was not that of fibromas in the usual sense, but invariably it 
had the general architecture of collagenous tissue without any evidence 
of inflammatory reaction. Elastic tissue was absent. In several specimens 
the bundles were long and broad and questionably keloidal. Indeed, we 
have speculated as to the possibility that the “fibromas’’ were vestigial 
tendinous insertions in the skin. If the fibrous hyperplasia then was 
neither inflammatory nor neoplastic, it remains only to refer it to a 
hamartomatous process. 

In these “fibromas” the pilosebaceous apparatus was suggestive in 
several respects. First, in half of the specimens there was a tendency 
toward grouping of the hair follicles. It was most noticeable in a section 
which contained only four hair follicles; two of them occurred in 
apposition at one end of the section, while the remaining two were 
similarly apposed at the other end. In 1 of the 16 fibromas up to seven 
lanugo hairs appeared in the same follicle. In 3 specimens excised from 
the flank because the skin was pitted (pigskin-like), it was found that the 
hairs were in groups of even more than two members and that they 
were coarse (fig. 7). This compares with the features for certain of 
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Fig. 7.—‘‘Fibroma” from the waist line, illustrating clustering of hair follicles. 
There was a pigskin effect clinically. 











Fig. 8.—‘“Fibroma” from the scalp, the tendon-like collagenous tissue of which 
is in contrast with the normal structure (Weigert’s elastic tissue stain). 
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the lower animals. In short, these abnormal hair follicles must have 
been the cause of the pigskin appearance noted clinically. Conversely, 
the abnormal pitting observed grossly confirms the conclusion reached 
histologically that the follicles were abnormal for this region of the body. 
As to the sebaceous glands, there was not the hyperplasia such as was 
observed in some of the lesions of the temple. Usually, they were 
inconspicuous and poorly developed, even where the hairs were of robust 
type. Incidentally, a fibroma from the scalp exhibited the same order 
of change (fig. 8). 

















Fig. 9—Lesion from the face—the “typical” lesion of the dermatologist, with 
sebaceous hyperplasia, near comedo formation and telangiectasia (x 17). Note the 
closeness of the hair follicles for a place like the face. Note the wide variation in 
size of the lesions. 


A subungual fibroma which extended from the side of the nail of 
the great toe merits special comment. It measured 6 by 8 mm. and was 
smooth surfaced, white and hard. It evidently arose in the matrix at 
the base of the nail, because it split the nail plate into an upper and a 
lower lamina. It consisted simply of collagenous tissue the bundles of 
which, however, lacked the normal wavy course. They were com- 
paratively straight, unduly broad and hyaline and thus resembled keloid 


to some extent. 
2. Lesions from the Face (Adenoma Sebaceum, Papular Type): It 
is most difficult to appraise the matter of sebaceous hyperplasia on the 
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face because the degree of development of normal sebaceous glands of 
the face varies considerably in different regions. The policy followed 
was, therefore, the conservative one; “sebaceous hyperplasias’” was 
diagnosed only when it was unequivocal. On this basis about half of 
the specimens exhibited sebaceous hyperplasia (fig. 9). We were sur- 
prised to learn that the sebaceous glands were indeed puny in 5 of the 
specimens (from 3 patients) ; moreover, some of the hair follicles were 
unassociated with sebaceous tissue. This was the case over such 
extensive areas of the section that it could not be charged to a particular 
plane of histologic sectioning. In short, sebaceous hyperplasia was an 
inconstant feature and, therefore, should be regarded as an inconstant 
part of the fundamental disease process. 

















Fig. 10.—Lesion from the face. A, the type of lesion seen in our series, with 
numerous hair follicles, hypertrophic glands and no telangiectasis (x17). B, 
section emphasizing numerous hairs and absence of sebaceous hyperplasia and 
telangiectasia (x 17). 


Contrary to the case for the sebaceous glands, the hair follicles were 
consistently well represented. In some specimens they were so closely 
placed, concentrated indeed in widely separated parts of a section, as to 
suggest a lesion of the order of a hairy nevus. We are tempted to con- 
sider whether, in the final analysis, adenoma sebaceum, morbid anatomic- 
ally at least, is a hyperplasia of hair follicles, with the sebaceous hyper- 
plasia more or less secondary and incidental. 

In none of the sections were telangiectases so conspicuous that they 
could be reconciled with the emphasis which is placed on them clinically 
(fig. 10 A), particularly since they were not especially superficial and 
therefore were more visible. In only 3 of the 16 specimens would they 
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have attracted attention except with foreknowledge of the clinical 
diagnosis. Incidentally, the microscopic data on this point tallied faith- 
fully with the clinical ones; in but 3 of the 10 patients were telangiectases 
reported as being conspicuous. Abnormalities of nerve tissue were not 
found in any of the sections, although the deeper parts of the corium 
were routinely examined for them. 

The following additional observations were made incidentally and at 
least merit record: 

Comedo-like dilatations of hair follicles were observed in 3 specimens. 
They occurred invariably in sections in which the sebaceous hyperplasia 
was most extreme, in 3 different patients. Demodex folliculorum was 
observed twice—not necessarily in patients with comedos. Sweat glands 
were scanty, but this statement must be made with reservations because 
the biopsy specimens did not always include the deepest parts of the 














Fig. 11—Plaquelike lesion on the temple, with numerous hairs of the lanugo type, 
like those on the face (x 15.5). The pathologic changes are the same as those 
seen in most of the lesions from the face (fig. 10). 


corium. It is certain, however, that they were abundant in but 1 


specimen. This is surprising for a place like the face ; and if it is a valid 
observation in all cases, it would strengthen yet further the concept that 


adenoma sebaceum is a congenital abnormality and one that is not con- 
fined to a solitary structural system of the skin. Perhaps in the 
embryonal anlages the pilosebaceous structures develop at the expense 
of the sweat apparatus. 

The matter of collagenous hyperplasia was also considered in these 
specimens from the face. Here, again, it was difficult to evaluate the 
normal thickness of the corium, but in any event, in none of the 16 
specimens was the same (tendon-like) order of collagenous hyperplasia 
observed that was discussed previously with the fibromas. By exclusion, 
however, with the assumption that the lesions were definite papular 
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Fig. 12.—Plaquelike lesion cn the temple. A, the hairs are robust, and the 
sebaceous glands correspond in development but are not hyperplastic. The hairs 
are not numerically increased in this type of lesion, which can thus be readily 
distinguished from that of the face. In the final analysis, this lesion is but localized 
hypertrophy of the hair, the lesion that commonly passes as hairy nevus. B, 
lesion without sebaceous hyperplasia. The glands are no more conspicuous than 
would be expected for hairs as robust as these. 
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swellings, only the collagen could explain the increased tissue bulk in 
several of the specimens; that is, the hair follicles and sebaceous glands 
were of themselves insufficient to account for it. It is possible that 
hamartomatous collagenous hyperplasia is concerned in the papular 
lesions of the face, just as it is in the fibromas, but this surmise cannot 
be determined with finality short of painstaking comparisons of the thick- 
ness of normal skin in different parts of the face and precise knowledge of 
the exact location which the sample occupied on the face. 

To summarize, the papules on the face are not necessarily and 
invariably due to sebaceous hyperplasia, as is commonly thought. Hyper- 
plasia of hair follicles appears to be the consistent and fundamental 
pathologic change (fig. 10 B), as demonstrated in one specimen in which 
there were no sebaceous glands and yet great numbers of hair follicles. 
The most that can be said for the size of the sebaceous glands in general 
is that they were developed to a degree that, generally speaking, was 
proportionate to the size of the hair follicle. Time and again they would 
exceed it, but oftener they were disproportionately small. Telangiectasia 
was illustrated disappointingly. We would emphasize our agreement 
with the large company of previous authors who pointed out that 
“adenoma sebaceum” is a misnomer; the sebaceous features are not 
neoplastic but only simple hyperplasia. 

3. Lesions from the Temple and Forehead (“Plaque”) Adenoma 
Sebaceum: In principle all of the lesions mentioned in preceding sections 
of this paper as “nevoid” or “a plaque variety of adenoma sebaceum”’ 
paralleled the nodular lesions from the face histologically, so much so 
that they must be regarded as having a similar, if not identical, pathologic 
basis (fig. 11). There were variations, though, in several respects. 
Thus, in some specimens (five of the twelve) the hairs were of the same 
lanugo type as occurred in lesions from the face and were likewise closely 
placed in the skin. Such lesions were histologically indistinguishable 
from the typical lesions of the face. In the remainder, however, the 
conspicuousness of the lesions depended on the length and robustness of 
the hair follicles rather than on a numerical increase. The hairs measured 
up to 2 mm. in length, were correspondingly robust and were accom- 
panied by sebaceous glands that were correspondingly large (fig. 12 4). 
They were spaced definitely farther apart than the lanugo forms. In 
short, the lesions could rate as hairy nevi or, if not that, as ectopic loci 
of hairy tissue, just as the sebaceous glands of Fordyce disease of the 
mouth are ectopic and yet normally constructed. Unlike the lesion with 
lanugo hairs, the form with robust hairs (fig. 12B) is promptly dis- 
tinguishable microscopically from that which occurred on the face; it 
was not once observed in a specimen from the face. Sweat glands were 
far more numerous here than in lesions from the face. These are 
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only minor quantitative differences, such as might be but an expression 
of normal anatomic differences in different regions of the head. They 
do not disturb the thesis that the changes in the hair follicles (fig. 13) 
transcend those of the sebaceous glands. 

To summarize, those “nevoid lesions” of the temple which contained 
lanugo hairs were indistinguishable microscopically from ones which 
occurred on the face; the hair follicles were closely placed. Lesions 
containing robust hairs resembled the normal areas of the scalp except 
that the follicles were not as closely placed. 

Pathologic Summary.—The only feature conceivably common to the 
fibromas and the lesions of the face and temple is hamartomatous col- 
lagenous hyperplasia. Perhaps there is a hint that hair follicles par- 














Fig. 13—Plaquelike lesion on the temple, showing hair follicles concentrated in 
two regions. 


ticipate pathologically in one way or another in both the lesions of the 
face and those of the trunk when one recalls the pigskin appearance of 
the latter and the concentrations of hair follicles observed in some of the 
lesions of the face. In any event, though, this is not going very far and 
is a minor point. In respect to the features which have commanded 
clinical attention, it would appear that neither the telangiectasis nor the 
sebaceous glandular hyperplasia is constant or is a fundamental part of 
the disease process. Indeed, there are good reasons for suspecting that 
the hyperplasia of collagenous tissue and that of hair follicles, both of 
them embryologically abnormal in one or another respect, are the funda- 
mental anatomic lesions of adenoma sebaceum. After that, sebaceous 
hyperplasia, either with or without telangiectasis, may or may not be 
associated. When associated, the characteristic (clinically) lesion makes 
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its appearance. When not associated, a nondistinctive papule is all that 
remains; as a matter of fact, this was the predominating lesion in our 
10 (7:3) patients. In short, there are probably more forme fruste 
examples of the lesions of adenoma sebaceum than the ones which have 
received emphasis clinically, by reason of their more spectacular sebaceous 
and telangiectatic features. 

In general pathologic terminology, adenoma sebaceum may tentatively 
be regarded as a hamartomatous abnormality of the pilosebaceous 
apparatus in which, conceivably, the collagenous tissue shares the 
hamartomatous changes. The sebaceous glands participate in the hyper- 
plasia irregularly, sometimes exaggerated or proportionate to the hair 
follicles and again entirely suppressed. 


RELATION TO RECKLINGHAUSEN DISEASE 


Many authors have discussed the apparent relation between tuberous 
sclerosis and Recklinghausen disease. When both conditions are present, 
some authors have described the condition as adenoma sebaceum or 
epiloia associated with Recklinghausen disease, as if two independent 
defects were present, while others have expressed the opinion that epiloia 
and neurofibromatosis are manifestations of one variable condition. That 
the two conditions have features in common cannot be denied. Both 
are hereditary conditions often associated with psychopathic changes. 


Epilepsy is associated with both, though rarely with Recklinghausen 
disease. Nevi, fibromas, pigmentary disorders and retinal tumors occur 
in both of the conditions. 

Nobl,*?. Urbach and Weidmann,** Chargin*? and others have 
presented patients in whom they assumed the coexistence of the two 
diseases. In some of the reported cases the existence of both conditions 


has been proved by histologic studies. 

On the other hand, Carol and van Heusden ** expressed the opinion 
that combinations and transitions of tuberous sclerosis and Reckling- 
hausen disease do not exist and that microscopic examination of the 
lesions on the trunk would exclude their coexistence. ‘The presence of 
adenoma sebaceum, shagreen skin, subungual tumors, papillomatosis of 
the oral mucosa and retinal tumors and the absence of elephantiasis and 
tumors of the nerve stems serve to distinguish tuberous sclerosis from 
Recklinghausen disease. Epilepsy and mental deficiency occur con- 
siderably more frequently in the former condition. Histologic examina- 


71. Nobl, G.: Beziehungen des Naevus-Pringle zu der Neurofibromatosis- 
Recklinghausen, Wien. med. Wchnschr. 76:914, 1926. 

72. Chargin, L.: Adenoma Sebaceum (Pringle Type) Associated with Reck- 
linghausen’s Disease, Arch. Dermat. & Syph. 38:669 (Oct.) 1938. 

73. Carol, W. L. L., and van Heusden, J. C.: Bourneville-Pringle’s Disease 
and Recklinghausen’s Neurofibromatosis, Arch. f. Dermat. u. Syph. 175:1 (Jan.) 
1937. 





38 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


tion of the mollusca pendula in tuberous sclerosis reveals collagenous 
fibrous tissues, while the cutaneous tumors of Recklinghausen disease 
show fibroneuromatous tissue throughout. Calcified shadows in the 
brain have been found only in tuberous sclerosis. 

Final judgment cannot be passed at this time on the exact relation 
of tuberous sclerosis and Recklinghausen disease. We feel that they 
are separate entities but know of no reason why they should not coexist 
in some persons. That such a combination should be rare can readily be 
explained by the low marriage rate, sexual frigidity, relative infertility 
and high mortality incidental to one or both of these conditions. Either 
disease may arise by fresh mutation in a family in which the other occurs 
as a hereditary defect. The weight of evidence indicates that both are 
probably manifestations of developmental defects originating in disturb- 
ances of the germ plasm. 


DIFFERENTIAL DIAGNOSIS 


Epiloia is readily diagnosed in the presence of all elements of the 
triad : adenoma sebaceum, epilepsy and mental deficiency. In the absence 
of adenoma sebaceum the diagnosis is difficult. The flat retinal tumors 
described by van der Hoeve are diagnostic, but their great rarity limits 
their usefulness in this regard. Encephalographic studies with the 
demonstration of subependymal tumors in the lateral ventricles may be 
considered conclusive in the presence of epilepsy and mental deficiency. 
We feel that this procedure should be carried out when tuberous sclerosis 
is suspected. 

The condition with which adenoma sebaceum is most likely to be 
confounded is multiple benign cystic epithelioma, but its earlier onset, its 
decided predilection for the nose, the red color of the “tumors” and the 
absence of ulceration in a certain proportion of cases will serve to dis- 
tinguish it from that disease. When the lesions are few and flesh colored, 
the distinction can be made with certainty only by biopsy. In multiple 
benign cystic epithelioma the upper lip between the nasolabial folds may 
be the seat of lesions, a site rarely involved in adenoma sebaceum. When 
lesions similar to those of the face appear on the neck, mammary glands, 
scalp and upper extremities diagnosis of the former condition is favored. 
The partial limitation of trichoepithelioma to the female sex may consti- 
tute contributory evidence in certain cases of familial type. The presence 
of mental changes and other cutaneous manifestations aforementioned 
favors the diagnosis of adenoma sebaceum. 

Syringocystadenoma may be distinguished by its predilection for the 
axillas, shoulders and chest. Lesions occurring on the face can frequently 
be differentiated only by histologic studies. It should be recalled that 
Skeer ** stated that syringocystadenoma may occur in tuberous sclerosis. 
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The lesions of colloid milium are usually few, are situated chiefly on 
the frontal and orbital regions, have a peculiar yellowish, translucent 
appearance and are not so much modified by telangiectases. Montgomery 
and Osterberg ** recorded an atypical case of xanthomatosis clinically 
resembling adenoma sebaceum with multiple lesions on the forehead, the 
cheeks and the ears. The lesions of lupus miliaris disseminatus faciei 
have a typical apple jelly color, do not fade on diascopic pressure 
and may heal with scar formation. 


TREATMENT 


Actual destruction of the lesions of adenoma sebaceum is the best 
method of therapy. This may be accomplished by electrodesiccation, 
electrolysis, curettage, cauterization, refrigeration or excision, as pre- 
ferred by the operator. Our preference is for electrodesiccation, which, 
if properly employed, results in very little scarring. For this procedure 
many of the lesions do not require a local anesthetic. Blistering doses 
of ultraviolet radiation and roentgen therapy, recommended by others, 
have not been satisfactory in our hands. The gingival and subungual 
fibromas may also be removed by electrodesiccation, although the latter 
are prone to recur after removal. 

Sedatives, of which we found phenobarbital the most serviceable, are 
indicated for the relief of the epileptic convulsions. Friedman ** recorded 
the history of a patient with tuberous sclerosis without mental deteriora- 
tion who was treated with roentgen rays. The epileptic symptoms were 
relieved, and the patient remained well for more than two and one-half 
years. 

PROGNOSIS 

Cockayne ** quoted Campbell, who gave the following statistics for 
deaths from tuberous sclerosis in 77 cases: under 5 years, 22; 6 to 10 
years, 13; 11 to 15 years, 12; 16 to 20, 11; 21 to 25, 9; 26 to 30, 6, and 
over 30, 4. This shows that few could have children even if they were 
not in institutions for the mentally deficient. One of Lind’s ** patients, 
however, lived to the age of 47. 


CAUSE OF DEATH 


Although status epilepticus is sometimes the immediate cause of 
death, the patients usually die of some intercurrent condition, such as 
infections (especially pulmonary disease, notably tuberculosis ), cachexia, 
acute heart failure or gastrointestinal disturbances. Occasionally the 


74. Montgomery, H., and Osterberg, A. E.: Xanthomatosis: Correlation of 
Clinical, Histopathologic and Chemical Studies of Cutaneous Xanthoma, Arch. 
Dermat. & Syph. 37:373 (March) 1938. 

75. Friedman, A. B.: Tuberous Sclerosis: Relief of Epileptic Symptoms by 
Radiation Therapy, Arch. Neurol. & Psychiat. 41:565 (March) 1939. 
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renal tumors, becoming excessively large, cause death. Patients with 
cardiac tumors usually die young. A still rarer development and mode 
of termination is gliomatous tumor of the brain. Lastly, a few patients 
have succumbed after operations for the removal of a visceral growth. 


SUMMARY 


Tuberous sclerosis refers to the potato-like nodules occurring in the 
cortex of the cerebral hemispheres, a phenomenon associated with varied 
changes in the skin, which are the subject of this paper. The most 
characteristic of these is adenoma sebaceum, which occurs as a papular 
and nodular eruption of the face. The condition is frequently asso- 
ciated with mental deficiency and epilepsy, constituting a triad known 
as epiloia. 

Ten cases of tuberous sclerosis with adenoma sebaceum are reported, 
with special emphasis on the dermatologic aspects. 

Tuberous sclerosis occurs in all races and is more common in Europe 
than in the United States. Most of the cases in this country have been 
reported from institutions for patients with mental disease. 

The disease occurs in early life and affects the two sexes equally. 
Hereditary and familial features are prominent, and it is probably trans- 
mitted as an incompletely dominant trait. 

The mental and neurologic symptoms of tuberous sclerosis are given. 
A classification of the cutaneous changes occurring in the disease is 
offered, with a detailed description of each manifestation. The dermato- 
logic aspects are considered under the headings: (1) hyperplasias and 
tumors, (2) nevi, (3) disturbances of pigmentation, (4) changes in 
the nails, (5) hyperkeratoses and (6) miscellaneous changes. A 
“plaque variety” of adenoma sebaceum, which to our knowledge has 
heretofore not been reported, is described. Attention is called to the 
occurrence of fibromas about the nails and on the gingiva, tongue and 
palate. 

Any phase of the triad of adenoma sebaceum, epilepsy and mental 
deficiency may be poorly developed. One of the triad of symptoms may 
exist alone, or any two may occur in the absence of the third. Adenoma 
sebaceum may occur with symptoms of cerebral tumor as an atypical 
manifestation of tuberous sclerosis, or visceral tumors alone may repre- 
sent formes frustes of the disease. 

The congenital malformations associated with tuberous sclerosis are 
many and varied. The changes seem to involve both mesodermic and 
ectodermic structures. 

A summary of the pathologic changes occurring in the central nervous 
system, viscera and bone is given. In the study of the changes in the 
skin, all the patients were subjected to biopsy, resulting in 44 specimens. 
From the gross anatomic angle, three types of lesions were concerned : 
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the classic nodule on the face, a plaquelike swelling located usually on 
the forehead or in the temples and a fibroma in the flanks or at the waist 
line. The last type was found to consist of collagenous tissue. The 
papules on the face are not necessarily due to sebaceous hyperplasia, as 
is commonly thought. Hyperplasia of the hair follicles appears to be the 
consistent and fundamental pathologic change, as demonstrated in one 
specimen in which there were no sebaceous glands and yet great numbers 
of hair follicles. The changes in the plaques closely paralleled the nodular 
lesions histologically. There are good reasons for suspecting that hyper- 
plasia of the collagenous tissue and of the hair follicles is the fundamental 
anatomic lesion of adenoma sebaceum. After that, sebaceous hyper- 
plasia, either with or without telangiectasis, may or may not be asso- 
ciated. When associated, the clinically characteristic lesion makes its 
appearance. When not associated, a nondistinctive papule is all that 
remains, which, as a matter of fact, was the predominating lesion in 
our 10 patients. 

Final judgment cannot be passed at this time on the exact relation 
of tuberous sclerosis and Recklinghausen disease. We feel that they are 
separate entities but know of no reason why they should not coexist in 
some persons. Both are probably manifestations of developmental defects 
originating in disturbances of the germ plasm. 

Adenoma sebaceum is most likely to be confused with trichoepi- 
thelioma (multiple benign cystic epithelioma). Syringocystadenoma, 
colloid milium and atypical xanthomatosis may at times resemble adenoma 
sebaceum. 

Actual destruction of the lesions of adenoma sebaceum is the best 
mode of treatment. Epileptic symptoms have been relieved by high 
voltage roentgen therapy. 

Most patients with tuberous sclerosis die before the age of 20; there- 
fore few could have children, even if they were not in institutions for 
the mentally deficient. 

Death may be due to status epilepticus, intercurrent infection, 
cachexia, acute heart failure or gastrointestinal disturbances. Occasional 
visceral growths, becoming excessively large, cause death. 


411 Walnut Street, Reading, Pa. 
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DARK ADAPTATION IN PITYRIASIS RUBRA 
PILARIS 


LOUIS A. BRUNSTING, M.D. 
AND 


CHARLES SHEARD, Pu.D. 
ROCHESTER, MINN. 


Little has been added to the knowledge of pityriasis rubra pilaris 
since the original description of the disease and the nosologic controversy 
which it stimulated.1. The cause is unknown. Essentially a chronic, 
benign process in the skin, the disease runs a varied course and may 
show a familial trend. The review by Zeisler? on this subject in 1923 
is the last pertinent reference in the American literature. From time to 
time patients with pityriasis rubra pilaris are shown at various dermato- 
logic meetings, but no more than 3 or 4 are shown a year, and these 
somewhat apologetically unless there is aroused some question of diag- 
nosis or there is some feature of unusual interest, such as an early age of 
onset, an antecedent infection, a familial trend or a probiem in treatment. 

The clinical appearance of patients with this disease is pathogno- 
monic. The condition may be limited to certain regions of the body or 
it may be universal in extent to give the appearance of exfoliative 
erythroderma. The sites most commonly affected are the scalp, face, 
hands and feet and the glabrous surfaces of the trunk and extremities. 
The elementary lesion is an acuminate, horny papule involving the 
follicular orifice. No matter how widespread the involvement, the indi- 
vidual papules remain discrete and retain their distinctive characteristics, 
and they are often recognizable around the hair follicles on the dorsum 
of the phalanges. The face and scalp appear somewhat as in seborrhea, 
but the skin has the color of melted wax, and ectropion may be present. 
The palms and soles, as well as the hands and feet, are usually encased 
in a horny cast of yellow, and there may be fissuring of the skin, with 


Read at the Sixty-Third Meeting of the American Dermatological Association, 
Inc., Colorado Springs, Colo., June 1, 1940. 

From the Section on Dermatology and Syphilology, the Mayo Clinic, and 
the Division of Physics and Biophysical Research, the Mayo Foundation. 

1. Juliusberg, F.: Lichen ruber und Pityriasis rubra pilaris, in Jadassohn, J.: 
Handbuch der Haut- und Geschlechtskrankheiten, Berlin, Julius Springer, 1931, 
vol. 7, pt. 2, pp. 144-168 and 213-221. 

2. Zeisler, E. P.: Pityriasis Rubra Pilaris—Familial Type, Arch. Dermat. & 
Syph. 7:195-208 (Feb.) 1923. 
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resulting disability. Around the elbows and the knees there may be 
reddish yellow scaling plaques resembling psoriasis. The affected skin 
is rough to the touch and has been likened to the feel of a nutmeg grater 
or a file; on the scalp, cheeks and tip of the nose in advanced stages 
there may be a black crusted deposit of keratin which resembles mortar. 

As a rule, constitutional symptoms are slight or absent. The disease 
may occur in the young, even before the age of 1 year, and it is known 
to follow acute infections, such as varicella or scarlatina, or some shock, 
such as the injection of diphtheria toxoid. Pruritus is not a common 
Remissions may occur, but the process is usually chronic 


symptom. 
Treatment has been empiric, with the admin- 


and may even be lifelong. 
istration of thyroid extract and concentrated liver, the induction of 
sweats with pilocarpine hydrochloride and the application of emollients 
for symptomatic relief. 

Microscopic examination of the skin reveals a distinctive picture, 
chiefly in the epidermis. There is diffuse hyperkeratosis, with follicular 
plugging by concentric lamellas of keratin in which rests the remnant 
of the lanugo hair. There is parakeratosis of the spotted type, the nuclei 
remaining in the cells of the stratum corneum over the rete pegs, and 
there is usually a collarette of parakeratosis encircling the hair follicle. 
There is irregular acanthosis, usually of mild degree, and some of the 
prickle cells may be vacuolated. There is often degeneration (lique- 
faction) of the basal cells of the epidermis, which extends to involve 
the base of the hair follicle. In the cutis, especially in the upper 
part, there is a mild cellular infiltrate of nonspecific character, chiefly 
lymphocytic, situated around the regions of the blood vessels and hair 
The infiltrate is scattered and is not in zonal distribution as 


follicles. 
The sebaceous apparatus is usually shrunken 


in cases of lichen planus. 


in size or absent. 


CUTANEOUS MANIFESTATIONS OF VITAMIN A _ DEFICIENCY 


(PHRYNODERMA ) 
The essential pathologic process of pityriasis rubra pilaris is follicular 
hyperkeratosis. In recent years a disease of the skin has been brought 
to attention in which this same feature obtains, although to a less 


marked degree. Frazier and Hu,”® Loewenthal,! Nicholls * and Radha- 


3. Frazier, C. N., and Hu, Ch’uan-K’uet: 
with Vitamine A Deficiency in Man, in Huitiéme Congrés international de derm- 
atologie et de syphilographie, 1930, Copenhagen, Engelsen and Schrgder, 1931, pp. 
482-487; (b) Cutaneous Lesions Associated with a Deficiency in Vitamin A in 
Man, Arch. Int. Med. 48:507-514 (Sept.) 1931; (c) Nature and Distribution 
According to Age of Cutaneous Manifestations of Vitamin A Deficiency: A Study 
of Two Hundred and Seven Cases, Arch. Dermat. & Syph. 33:825-852 (May) 


1936. 


(a) Cutaneous Lesions Associated 


(Footnotes continued on next page) 
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krishna Rao® have described a condition in undernourished patients 
in the tropics and the Orient in which a rough skin with follicular 
hyperkeratosis (phrynoderma, meaning toadskin) was associated with 
well established signs of vitamin A deficiency, such as xerophthalmia. 
keratomalacia and night blindness. More recently a similar disorder 
has been described as affecting white persons, children and adults, and 
under appropriate therapy the skin was restored to normal.’ This con- 
dition usually affected those who were of the underprivileged class or 
who for some reason underwent a rigid restriction of the diet. Steffens, 
Bair and Sheard * were able to produce microscopic evidence of cutane- 
ous changes of this disorder by restricting the intake of foods that 
contained carotene, but night blindness could not be demonstrated in 
the subjects of their experiment. It seems well established, on the basis 
of these reports and experiments, that under certain conditions a defi- 
ciency of vitamin A provokes a characteristic response in the skin. 
Careful histologic studies of the skin have been made in such cases 
of phrynodermia,’ and, as Loewenthal pointed out, there is a similarity in 


many respects to the microscopic picture of pityriasis rubra_pilarts. 


Such differences as obtain may be a matter of degree. In both con- 
ditions plugging of the follicular orifices with keratin is a prominent 
feature. In phrynoderma there is not much diffuse hyperkeratosis. 
Neither is there degeneration (liquefaction) of the basal cells nor an 
appreciable infiltrate in the cutis except occasionally around the hair 


4. Loewenthal, L. J. A.: The Manifestations of Vitamin A Deficiency in 
Man, Ann. Trop. Med. 29:407-413 (Dec. 18) 1935. 

5. Nicholls, L.: Phrynoderma: A Condition Due to Vitamine Deficiency, 
Indian M. Gaz. 68:681-687 (Dec.) 1933. 

6. Radhakrishna Rao, M. V.: (a) “Phrynoderma:” A Clinical and Histo- 
Pathological Study, Indian J. M. Research 24:727-736 (Jan.) 1937; (b) Studies 
on Vitamin-A Deficiency: II. Histopathology of the Skin in Human Keratomalacia, 
ibid. 25:39-44 (July) 1937; (c) Treatment of Phrynoderma by Vitamin-A Con- 
centrate, Indian M. Gaz. 73:461-462 (Aug.) 1938. 

7. (a) Sweitzer, S. E.: The Skin Manifestations of Avitaminosis, Minnesota 
Med. 16:670-674 (Nov.) 1933. (b) Goodwin, G. P.: Cutaneous Manifestation of 
Vitamin A Deficiency, Brit. M. J. 2:113-114 (July 21) 1934. (c) Scheer, M.. 
and Keil, H.: Follicular Lesions in Vitamin A and C Deficiencies, Arch. Dermat. 
& Syph. 30:177-185 (Aug.) 1934. (d) Keil, H.: The Follicular Lesions of 
Vitamin A and C Deficiencies: A Critical Survey, Am. J. Digest. Dis. 5:40-48 
(March) 1938. (¢) Youmans, J. B., and Corlette, M. B.: Specific Dermatoses 
Due to Vitamin A Deficiency. Am. J. M. Sc. 195:644-650 (May) 1938. (f) 
Lehman, E., and Rapaport, H. G.: Cutaneous Manifestations of Vitamin A 
Deficiency in Children, J. A. M. A. 114:386-393 (Feb. 3) 1940. 

8. Steffens, L. F.; Bair, H. L., and Sheard, C.: Photometric Measurements 
on Visual Adaptation in Normal Adults on Diets Deficient in Vitamin A, Proc. 
Staff Meet., Mayo Clin. 14:698-704 (Nov. 1) 1939. 

9. Frazier and Hu.3* Loewenthal.4 Radhakrishna Rao.® 

























TAT VRRER 











a EY Re BOE NN ee RNR CIR 















eee nee 





























BRUNSTING-SHEARD—PITYRIASIS RUBRA_ PILARIS 45 





follicles. Parakeratosis in phrynoderma is mild and is limited to the 
follicular orifices ; in pityriasis rubra pilaris parakeratosis is a prominent 
feature and occurs not only around the crest of the follicles but also in a 
spotted pattern over the rete pegs wherever the skin is involved. 

is of interest, 


From a clinical standpoint the observation of Pettler 
and others,'! too, have emphasized that the relation of the two diseases 
deserves further study. Pettler reported the cases of 2 Italian men who 
had been on a restricted diet and who rather abruptly experienced the 
development of cutaneous signs similar to those of pityriasis rubra 
pilaris. There was improvement in symptoms when the diet was 
regulated and was supplemented with vitamins , B and D. No patho- 
logic examinations were made, and there was lacking the diffuse yellow- 
ish keratoderma which usually occurs on the scalp, face, palms and soles 
in cases of pityriasis rubra pilaris. 
CASES 


REPORT OF 





During the past year 3 adult patients with pityriasis rubra pilaris 
came under our care. The clinical features of the disease were charac- 
teristic, including the yellowish, waxy cast of the skin of the scalp, face, 
palms and soles, and the histologic picture was typical of the disease. An 
opportunity was afforded to measure the threshold levels of dark adapta- 
tion during the course of treatment in these cases, and the clinical 
summaries and the results of the investigations are submitted. .A fourth 
patient, a man who presented lesions of the skin of the face, scalp and 
extremities suggestive of pityriasis rubra pilaris, was originally included. 
xamination of the skin microscopically showed hyperkeratosis and 
parakeratosis with follicular localization, but the diagnosis of pityriasis 
rubra pilaris could not be established without question. The disease 
was of relatively recent onset, and there were no signs of keratosis of 
the palms and soles. Although a slight abnormality of dark adaptation 
was found by special study, the case was omitted from this series because 
of the doubtful features. 


Case 1.—History—A gold miner aged 45, from northern Canada, was first 
seen on March 20, 1939, because of an extensive cutaneous disease of more than 
a year’s duration. In the early months of 1936 there had been scaling and thicken- 
ing of the scalp and of one side of the face, which cleared within a few weeks. 
Again in the spring of 1937 there was involvement of the scalp, chin and forehead 
in the form of transient redness, with scaling and thickening of the skin. In May 
1938 the condition recurred as before, at first on the same sites as previously and 








10. Pettler, M. F.: Pityriasis Rubra Pilaris, with Particular Reference to 
Vitamin Medication and Dietary Control, Pennsylvania M. J. 39:864-866 (Aug.) 
1936. 

11. Sutton, R. L., and Sutton, R. L., Jr.: An Introduction to Dermatology, 
ed. 3, St. Louis, C. V. Mosby Company, 1937, p. 189. 
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then extending over the back, chest and extremities. Within two to three weeks 
it had become generalized, with considerable pruritus. During this time the skin 
of the palms and soles became thick and fissured, and the nails became brittle and 
crumbled, so that it was necessary for him to give up the job he had held for 
four years as millwright in a gold mine. There was no evidence of a similar 
disease in other members of the family. There was no decided disturbance of 
general health except for chronic constipation, which had been a lifelong difficulty. 
His weight, usually 175 pounds (79.5 Kg.), had been reduced to 154 pounds 
(70 Kg.). Occasional attacks of headache and tremor were attributed by him to 
the inhalation of cyanide fumes in connection with the refining of gold from the 
crude ore. Previous treatment for the skin, in and out of hospitals, including the 
use of roentgen rays, baths, topical applications and the administration of arsenic, 
had been without appreciable effect. There had been a reduction of fats in the 
diet for a period of ninety days several months before admission. 

Examination of the Skin—On the scalp the hair was thin and the skin was 
thick and spotted with a black mortar-like crust. The skin of the face was smooth 
and glazed, and there was a mild degree of ectropion of the lower lids. A striking 
feature was the color, which was pinkish yellow, resembling melted wax. On 
palpation, the skin of the scalp and face was found to be thick, inelastic and rough 
to the touch. The neck, trunk and extremities showed the same type of cutaneous 
change, but on close inspection it could be seen that there were numerous zones of 
normal skin irregularly spaced among the involved sites. On close inspection 
the elementary lesion was seen to be an acuminate papule of cornified material, 
in each instance with perifollicular localization. Groups of these papules coalesced 
to form scaled plaques of irregular shapes and varied sizes. The genitalia were 
involved, the glans penis being diffusely red and scaling. On the hands and 
especially at the follicular orifices of the dorsum of the phalanges there were 
discrete keratotic plugs. The hands and feet showed striking changes; the skin 
of the palms and soles was deep yellow and was crusted, scaled and thickened. 
There were numerous fissures at the folds of the fingers; so the fingers could not be 
fully extended. The nails of the fingers and toes were thickened and irregularly 
broken; the distal two thirds of each nail was lifted by an accumulation of 
crumbled debris beneath it. 

Physical Examination.—The patient was not robust, but there were no sig- 
nificant abnormalities that could be found on gross examination. The inguinal and 
axillary lymph nodes were moderately enlarged. The heart and lungs were normal. 
There were no obvious foci of infection except in the few teeth remaining in the 
lower jaw, in which there was considerable pyorrhea. The ocular fundi revealed 
an exaggeration of the physiologic cups and signs of choroidal degeneration in 
the regions of the maculas. 

On admission the blood pressure was 108 mm. of mercury systolic and 66 mm. 
diastolic. The urine was normal; the Kline flocculation reaction of the blood was 
negative. The concentration of hemoglobin was 14 Gm. per hundred cubic centi- 
meters of blood; the leukocytes numbered 4,600 per cubic millimeter, and the 
differential ratio was normal. Roentgenologic examination of the thorax gave 
negative results. On admission, the basal metabolic rate was + 22 per cent. 

Clinical Course —The patient was admitted to the hospital for further observa- 
tion and for treatment. On April 7 a second basal metabolic rate was reported 
as being — 4 per cent. Soothing baths were given; emollients were applied to the 
skin, and the fissured hands and feet were encased in moist compresses. The diet 


was unrestricted. 
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On account of the extensive keratinization of the follicular orifices it was 
decided to measure the threshold levels of dark adaptation. The first reading, on 
March 28, revealed a distinct elevation of the thresholds of dark adaptation, 
indicating night blindness. On direct inquiry, no subjective symptoms of this dis- 
order could be elicited. 

The diet was fortified with foods of high vitamin content, including fats; 
carotene in oil was given orally. Inunctions of cod liver oil, about 150 cc. daily, 
were administered to the entire body. About 150,000 units of vitamin A were 
administered daily for twenty-seven days. Salicylated creams were applied to 
the horny skin of the scalp, palms and soles. Artificial sweating was induced by 
the subcutaneous injection of pilocarpine hydrochloride at intervals of four to 
five days. 

Successive estimations of the threshold of dark adaptation were made at 
intervals during twenty-two days. These showed a gradual return to normal levels 
while the patient was undergoing treatment. Corresponding improvement in the 
skin was slow. After twenty-seven days of treatment in the hospital the skin was 
smooth but the yellow color persisted and the keratosis of the palms and _ soles 
was little changed. Throughout subsequent months vitamin A was administered 
in doses of 50,000 units daily as a supplement to a well balanced diet. At the end 
of eleven months the patient reported that the condition on the hands and feet 
was improved but that the “plugging” of the skin was still present and new plaques 
had enveloped the skin of the knees and legs. 

Case 2.—History—A housewife aged 36 registered at the clinic April 24, 
1939, because of extensive dermatitis and a history of a pelvic disorder. In March 
1938 the skin of the palms and soles became red, hard, thick and fissured. Two 
months later hysterectomy was performed for carcinoma of the cervix. Within 
two weeks after the operation the skin generally became involved in the form 
of an intensely pruritic exfoliating dermatitis. There were thickening and crusting 
of the scalp, with loss of hair, and edema of the face. This process reached its 
peak within three weeks and then subsided gradually. In July the skin, except 
that on the palms and soles, was nearly normal. In December 1938, while she was 
receiving roentgen therapy to the pelvic region, the eruption returned as suddenly 
as before and persisted without variation until the time of admission to the 
hospital. 

There had been a moderate loss of weight. The appetite was good and the 
diet well varied. Examinations of the pelvis after the operation revealed no evidence 
of metastasis. At the time of admission the symptoms of pruritus, the discomfort 
from the thickened palms and soles and the widespread dermatitis were the only 
complaints. There was no evidence of a similar disease in other members of the 
family. 

Examination of the Skin.—From the scalp to the soles the skin was involved in 
a dry scaling process, more yellow than red, and only on the trunk were there 
sites of apparently normal skin irregularly spaced and of various sizes. The skin 
of the trunk and arms was loose and flabby, as though there had been loss of 
weight; on the scalp and face the skin was bound tightly and was rough to the 
touch. ‘There was moderate edema of the palpebral tissues. The essential lesion 
was a hyperkeratotic papule centered about a hair follicle. On the dorsum of 
the hands the skin was thick and the normal folds were accentuated. The palms 
and soles were smooth, but the skin was diffusely thickened and yellowish. The 
nails were striated, and there was thickening of the distal portions. The dorsum 
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of the phalanges showed prominent dark-colored follicular plugs. The picture was 
typical of pityriasis rubra pilaris. A biopsy on April 24, 1939 of skin from the 
region of the left shoulder was confirmatory. 

Physical Examination—The general condition was fair and the weight 123 
pounds (56 Kg.). There were palpable lymph nodes in the cervical and inguinal 
chains. The heart was normal; the blood pressure was 100 mm. of mercury systolic 
and 74 mm. diastolic. Vision was good, and the ocular fundi and perimetric fields 
were normal. Pelvic examination revealed some thickening anterior to the left 
broad ligament but no other abnormalities. 

There was moderate secondary anemia, there being 10.8 to 11.7 Gm. of hemo- 
globin per hundred cubic centimeters of blood. The cellular elements of the 
blood were normal in number and character. The blood lipids were normal in 
amount. There was an excess of carotene in the blood serum. The basal metabolic 


rate was +5 per cent. 


Clinical Course—The patient was placed under observation in the hospital on 
April 24 for twenty days. All the while there was discomfort from pruritus in 
spite of symptomatic treatment with baths, pilocarpine sweats and emollients. 
Salicylated ointments were applied to the thickened scalp, palms and soles. The 


response was slow. 

There was no evidence of disturbance of vision or of night blindness, but 
because of the character of the eruption on the skin, the thresholds of dark adap- 
tation were measured on April 26 and were found to be abnormally high in both 
the macular and the paramacular regions. Vitamin supplements were added to the 
diet, especially halibut liver oil and carotene in oil, and cod liver oil was applied 
to the skin by inunction. It was estimated that 150,000 units of vitamin A per day 
were added in these ways. The patient was not cooperative and was dismissed May 
13. At the time of dismissal there was only slight subjective improvement as 
well as softening of the texture of the skin. 

Subsequent Record—In August, treatment having been continued during the 
interval, the skin was reported as normal; all signs of the eruption had disappeared, 
including that on the palms and soles. In October the skin was still normal and 
there had been a gain in weight and in well-being. In February 1940 there were 
pain on the left side and epigastric distress, and gallstones were demonstrated on 
roentgenologic examination. During the two or three months previous to this 
report, a fine branny desquamation appeared over the face and upper part of the 
arms and in patches over the trunk and thighs. The scalp, palms and _ soles 
remained clear. During this nine month period of observation about 50,000 units 
of vitamin A was administered daily. From time to time thyroid was added in 
moderate dosage. One month later the cutaneous condition was stationary, but 
there had developed signs in the pelvis suggestive of a recurrence of malignant 
growth, and there was lymphedema of one leg. 

Case 3.—History—A nun aged 46 came to the clinic on Oct. 11, 1939, because 
of progressive itching of the skin of six months’ duration. In April an eruption 
had appeared over the scalp and face which spread gradually throughout the next 
six or eight weeks to involve the entire body. At the onset the skin was red, 
and considerable pruritus persisted. For six weeks the patient had been confined 
to a hospital, where the skin was treated and she was given a dietary regimen, 
without benefit. There had been a loss in weight of 25 pounds (11.3 Kg.). 

Examination of the Skin—At the time of registration at the clinic the scalp, 
face and neck were a waxy, yellowish color, thick and rough. The skin of the 
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palms and soles was tremendously thickened and fissured, and on the extremities 
and the trunk there were numerous clusters of keratotic papules separated by 
regions of normal skin. The nails were thickened and curved downward at 
the tips. 

Physical Examimation—The general condition was good. There was no dis- 
turbance of menstruation. The weight was 109 pounds (49.5 Kg.); normally 
it was 130 pounds (59 Kg.). The blood pressure was 106 mm. of mercury systolic 
and 64 mm. diastolic. There was an enlarged lymph node in the left supraclavicular 
region. Examination of the pelvic region revealed a fibroid tumor of the uterus. 
Roentgenologic examination of the thorax gave normal results. The urine was 
normal on several occasions. The flocculation test for syphilis gave negative 
results. Erythrocytes numbered 4,170,000 and leukocytes 5,300 per cubic milli- 
meter, respectively. The level of the hemoglobin was 10.3 Gm. per hundred cubic 
centimeters of blood, indicating a moderate degree of hypochromic anemia. The 
differential ratio of the leukocytes was normal. The urine was examined for arsenic, 
but none was found. The basal metabolic rate was —11 per cent. Examination 
of the blood serum showed no abnormal amounts of carotene. 

The appendix had been removed surgically in 1917. There had been occasional 
attacks of pain in the right upper abdominal quadrant, with nausea and vemiting ; 
otherwise, the personal and familial history showed no significant abnormalities. 
There was no similar disease of the skin in the family. 

A biopsy of the skin of the right thigh was performed. The changes found were 
typical of those in cases of pityriasis rubra pilaris and will be considered later. 

Clinical Course —The patient was admitted to the hospital, where she remained 
under observation and treatment for sixty days. During this time there were two 
episodes of epigastric distress, with nausea and vomiting, simulating disease of the 
gallbladder, but detailed examination including roentgenologic examination showed 
no abnormalities. The skin was treated with baths and mild emollients to relieve 
the pruritus. 

A few days after admission a special study was made to estimate the threshold 
levels for dark adaptation, and it was found that there was a significant elevation 
of these levels, indicating night blindness. The patient was questioned in greater 
detail about symptoms of such a disorder, and she recalled that for about a year 
prior to admission (or six months before the onset of the cutaneous eruption) 
there had appeared progressively increasing difficulty in distinguishing objects in 
semidarkness or in twilight. 

A well balanced diet was prescribed, and iron was added because of the 
anemia. The skin was anointed with cod liver oil twice daily, and a liberal 
amount of vitamin A was administered orally in the form of halibut liver oil 
and carotene in oil (approximately 150,000 U. S. P. units of vitamin A daily). 
With this regimen, the threshold levels of dark adaptation were found to be returned 
to normal within thirteen days; at the same time improvement in the skin was 
slow but satisfactory. At the time of dismissal, December 9, the skin was smooth, 
occasional papules were still present and the yellow color was less prominent, 
although the hands and feet retained some of the features of keratosis. 

On April 8, 1940 the patient returned for consideration of the surgical removal 
of the fibroid uterus. In the intervening four months, a daily dose of 50,000 units 
of vitamin A had been maintained. There were noted a decided improvement in 
general health and a gain of 29 pounds (13 Kg.), which meant that she was 8 
pounds (3.5 Kg.) above her average normal. Mild hypochromic anemia persisted. 
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The skin had lost its yellow tint, and the palms and soles were normal. On the 
trunk and extremities there were a few faded fawn-colored spots at the sites of 
previous eruptions. The scalp and face and the region around the ears were 
normal. Examination of the eyes on April 8 showed no abnormality of the 
threshold levels of dark adaptation. On April 13 total abdominal hysterectomy 
and bilateral salpingo-oophorectomy were performed. The uterus was fibroid, and 
the ovaries were cystic. Convalescence was uneventful. At the time of dismissal, 
May 2, light brown stains could still be made out on the skin of the extremities 


and trunk, but the skin otherwise was clear. 

















Fig. 1 (case 1).—Pityriasis rubra pilaris. A section from the upper surface 
of the back. A spinous plug projects from a hyperkeratotic hair follicle. Mild 
parakeratosis is present. Slight degeneration (liquefaction) of the basal layer of 
cells of the hair follicle is seen. Sebaceous glands are absent. There is a perifol- 
licular lymphocytic infiltrate. (Hematoxylin and eosin stain, x 30.) 


HISTOLOGIC PICTURE 


Within a few days after admission and before treatment was begun, 
biopsy specimens were taken, with local anesthesia, from representative 
sites of the skin of each of the 3 patients. Microscopically, the sections 
revealed similar changes in all instances, and these were distinctive for 
pityriasis rubra pilaris (figs. 1, 2 and 3). In the third case there was a 
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greater degree of acanthosis than in the others. It was uneven in char- 
acter and irregularly spaced by zones of rete pegs of normal or subnormal 
dimensions. The most prominent features in all the cases were hyper- 
keratosis, parakeratosis and follicular plugging, and perhaps from this 
standpoint certain other diseases deserve passing mention in the micro- 
scopic differential diagnosis. Phrynoderma has been considered previ- 
ously. In cases of keratosis pilaris and lichen spinulosus plugging of 
the follicular orifices is the sole abnormality. In a rare form of lichen 
planus, called lichen planopilaris, the epidermal changes may be similar, 
hut there is always present a characteristically regional zone of cellular 














Fig. 2 (case 1).—Pityriasis rubra pilaris. A section from the surface of the 
right forearm. The features are similar to those in figure 1. Lanugo is seen in 
the hair follicle. Note the spotted parakeratosis as well as the hyperkeratosis. 
There is slight liquefaction of the basal cells. (Van Gieson stain, « 65.) 


reaction in the upper part of the cutis. Lupus erythematosus of the 


disseminated type is an atrophic process accompanied by evidences of 


invariable vascular damage in the cutis. These conditions, then, in spite 
of superficial similarities to pityriasis rubra pilaris in some respects, can 
readily be distinguished when the picture is viewed as a whole. 


DARK ADAPTATION 


The phenomenon of dark adaptation is familiar. In passing from 
the brightly illuminated outdoors into a dimly lighted room one hardly 
sees anything at first, but little by little objects take shape and are seen. 
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This process of achieving good vision is called dark adaptation. The 
measurement of dark adaptation involves the determination of the 
minimal amount of light which must be used to illuminate a given surface 
in order to render it visible. This threshold illumination is high when 
one changes from brightly illuminated surroundings to a dark room and 
decreases as one stays in the dark. The range of change in light thres- 
hold may cover a span from 100,000 units of light intensity at the 
beginning of the process of dark adaptation .» 1 unit at the end of dark 
adaptation, or, expressed logarithmically, there is a change of 6 log 
units, since 1 log unit represents a tenfold change in intensity. 














Fig. 3 (case 2).—Pityriasis rubra pilaris. A section from the surface of the 
left shoulder. Hyperkeratosis with follicular plugging and parakeratosis are 
prominent. Note the vacuolation of prickle cells in certain regions and the degen- 
eration (liquefaction) of the basal cells. Sebaceous glands are absent. Connective 
tissue is normal. There is spotted infiltration mostly of lymphocytes throughout 
the cutis and in the pars papillaris, with perifollicular and perivascular localiza- 


tion. (Hematoxylin-eosin stain, x 60.) 


Hecht *? has reviewed in detail the complexities of visual adaptation. 
Since dark adaptation is accomplished by both rods and cones, their 
distribution and properties determine the nature of the dark adaptation 
As pointed out by Hecht, 


corresponding to any region of the retina. 
there are at least six specifications regarding the intensity, color and 
duration of the light and the area of and site in the retina which must 


12. Hecht, S.: Rods, Cones and the Chemical Basis of Vision, Physiol. Rev. 
17:239-290 (April) 1937. 
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be fulfilled in order that measurements of dark adaptation may be 
quantitatively valid. 

The normal distribution of the characteristics of dark adaptation was 
studied by Hecht and Mandelbaum.'* They concluded that their visual 
measurements indicated a maximal day to day intensity variation of 
0.3 log unit (or a factor of 2 in actual light intensity). The results 
of their tests on 110 university persons are in contrast to those of the 
investigations of 162 medical students made by Jeghers.''  Jeghers 
observed 50 students who were subnormal in their dark adaptation ; 
15 of these possessed cutaneous symptoms. As Hecht and Mandelbaum 
pointed out, it is possible that the differences between their subjects and 
those of Jeghers were real; but it is possible also that the differences 
were exaggerated by the apparatus used by Jeghers, namely the bio- 


photometer. The experiences of other investigators '° indicate that the 


reliability of certain tvpes of photometric apparatus and methods of 
obtaining data now in use may be questioned. Since there are two 
steps in dark adaptation and since the duration of the first part of the 
course of dark adaptation, due to the cones, is dependent on the intensity 
of and duration of exposure to the previously used light-adapting source, 
it follows that a rapid test can measure, in general, only cone adapta- 
tion. It is possible to reduce this period of cone adaptation to a minute 
or two after short exposures to low intensities. But too little is known 
of the effects of disease and diet on dark adaptation for any confidence 
to be placed on the selection of any point on the curve for use as a fixed 
criterion. It is essential that the whole curve of dark adaptation be 
recorded. Provided that there is present no organic disease of the eye, 
such as retinitis pigmentosa, measurements of dark adaptation, when 
made under critically standardized conditions, can be used as aids in the 
determination of avitaminosis A, which may be produced by a lack of 
the vitamin in the diet, by a functional disarrangement in the transfer 
from the diet to the retina or by a lack of reserves in the liver. 

There have been few reports containing photometric data on thres- 
hold levels made during the course of dark adaptation in persons with 


13. Hecht, S., and Mandelbaum, J.: The Relation Between Vitamin A and Dark 
Adaptation, J. A. M. A. 112:1910-1916 (May 13) 1939. 

14. Jeghers, H.: The Degree and Prevalence of Vitamin A Deficiency in 
Adults, with Note on Its Experimental Production in Human Beings, J. A. M. A. 
109:756-762 (Sept. 4) 1937; correction, ibid. 109:965 (Sept. 18) 1937. 

15. (a) Snelling, C. E.: The Biophotometer as a Test for Vitamin A 
Deficiency, J. Pediat. 13:506-509 (Oct.) 1938. Palmer, C. E., and Blumberg, H.: 
The Use of a Dark Adaptation Technique (Biophotometer) in the Measurement 
of Vitamin A Deficiency in Children, Pub. Health Rep. 52:1403-1419 (Oct. 8) 
1937. Isaacs, B. L.; Jung, F. T., and Ivy, A. C.: Vitamin A Deficiency and Dark 
Adaptation, J. A. M. A. 111:777-780 (Aug. 27) 1938. Baer, H. L., and Vogel, 
H. R.: The Biophotometric Study of Vitamin A in Dermatological Conditions, 
Urol. & Cutan. Rev. 44:176-181 (March) 1940. (b) Lehman and Rapaport.7f 
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cutaneous manifestations of deficiency in vitamin A. Youmans and 
Corlette '* reported that adaptation tests demonstrated an occasional mild 
hemeralopia and concluded that in some instances such cutaneous lesions 
may be the first evidence of vitamin A deficiency, appearing before any 
other symptom except a mild night blindness, detectable only by visual 
methods. Frazier and Li‘? used a Birch-Hirschfeld instrument and 
concluded that an evaluation of treatment for human beings must depend 
on the response of definite clinical manifestations of vitamin A deficiency 
to treatment and that conclusions drawn from photometric testing of 
visual acuity are likely to be fallacious. The criticism of Frazier and Li 
relative to tests on visual acuity may be warranted, since tests should be 
made on the light threshold and the course of dark adaptation and should 
involve no determinations other than those concerned with light 
sensitivity. 

Photometric Apparatus and Measurements.—Because of the criticisms 
of the biophotometer made by various investigators,’** we made use of 
the apparatus and methods described by Steffens, Bair and Sheard.* 
Two adjoining rooms were made light proof and were so arranged that 


the person being tested, the small light with red filter which served as a 


fixation target and the area which, on illumination, acted as the source 
of retinal stimulus were placed in one room. The second room contained 
the optical bench and sliding head carrying a small lamp which on move- 
ment toward the target caused an increase in the intensity of light that 
fell on the retinal stimulus area. The threshold intensities, in micro- 
millilamberts, were determined by previous calibration of the source of 
light at a known distance from the stimulus target and by the use of the 
law of inverse squares. 

In each instance the subject’s right eye (the left eye being occluded ) 
was light adapted,for three minutes by gazing into a suitable screen 
uniformly illuminated with an intensity of 160 foot candles. At the end 
of the period of light adaptation, the adapting source was turned off, and 
the subject then directed his attention to the red fixation light, while the 
examiner slowly moved the light source of the photometer toward the 
subject so as to increase the intensity of illumination on the stimulus 
target. At the moment when the light on the target was seen, the subject 
reported by a verbal signal to the examiner. A record was then made 
of the time which had elapsed since the onset of dark adaptation, the 


16. Youmans, J. B.: Newer Clinical Aspects of Vitamin Deficiency Diseases: 
Vitamin A Deficiency, Am. J. Trop. Med. 19:229-242 (May) 1939. Youmans 
and Corlette.7¢ 

17. Frazier, C. N., and Li, H. C.: Vitamin A Deficiency in Man: Resolu- 
tion of Cutaneous Lesions Following Parenteral Administration of Carotene, 


Chinese M. J. 54:301-314 (Oct.) 1938. 
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position of the lamp (light source used for retinal stimulation) on the 
optical bench and the value of light transmission of any filter which 
might be used in the photometric measurements in order that the retinal 
sensitivity to light might be calculated. 

The pupil of the eye under test was dilated with a 1 per cent solution 
of euphthalmine hydrochloride. The diameter of the pupil was measured 
by means of the Moss modification of the Broca pupillometer at the 
conclusion of each set of measurements on the threshold values. All 
calculations of the intensity of light thresholds were reduced to a pupil- 
lary diameter of 5 mm. 

Measurements of Dark Adaptation in Pityriasis Rubra Pilaris —The 
courses of dark adaptation and the values of various threshold levels 
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Fig. 4+.—The course of dark adaptation in a case in which the condition was 
clinically and histologically diagnosed as pityriasis rubra pilaris, on different days 
after treatment. The administration of diets high in content of vitamin A had 
been started. The retinal area under test is located 10 degrees above the macula. 
The points on the different courses are single measurements and indicate the 
threshold levels for a white light stimulus during the period of twenty minutes 
in the dark subsequent to the light adaptation of three minutes to 160 foot candles. 
The initial four to six minute portions of all curves represent the cone adaptation. 
The period of cone adaptation is followed by the more rapid rod adaptation. The 
threshold levels assume fairly constant values at about twenty minutes, and the 
change in adaptation is insignificant from the clinical standpoint after twenty 
minutes under the experimental criteria adopted in these tests. Curve / was 
obtained on the day on which treatment was instituted. Curves 2, 3 and 4 represent 
the courses of dark adaptation which were obtained on the third, eighth and 
thirteenth days of continuous treatment. Note that both the cone and the rod 
thresholds change. At the twenty minute test point there is lowering of the 
threshold value of about 1.3 log unit (or a reduction in light intensity of approxi- 
mately twentyfold) at the conclusion of thirteen days of treatment. The threshold 
level is the same at the end of forty-one days of treatment as it is on the thirteenth 
day. Curve 4 also approximates closely the course of dark adaptation of a normal 
subject. 
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are given in figures 4 and 5 (case 3) and tables 1 and 2 (cases 1 and 2). 
In all instances the patient was subjected to an exposure of three 
minutes’ duration to a light intensity of 160 foot candles, the illuminated 
screen being 45 by 45 cm., viewed at a distance of 1 meter. Under those 
conditions of light adaptation and test, the usual run of subjects who do 
not complain of photophobia or difficulty in seeing at night do not exhibit 
any initial stage of cone adaptation that can be definitely determined. 
In the cases which are presented herein and in which there are definite 
signs of abnormally high levels of dark adaptation, there is evidence of 
a period of cone adaptation which may continue for approximately five 
minutes before the onset of the course of rod adaptation. This phenom- 
enon is exhibited in the initial portions of the curves of figures 4 and 5. 
As the level of rod adaptation approaches that of the normal (obtained 
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Fig. 5.—The course of dark adaptation at the macula. The same procedures are 
carried out on the same patient as are shown and described in connection with 
figure 4 except that a macular area (predominantly cones) rather than a para- 
macular area (predominantly rods) of the retina is under test. 


from an average of fifty readings on different days on 3 subjects) there 
is a definite decrease in the duration of the period of cone adaptation. 

We believe that the data of all 3 cases presented indicate the presence 
of vitamin A deficiency. Following treatment, there was progressive 
lowering of the threshold levels, which was accomplished with compara- 
tive rapidity in some instances. In case 3, the normal course of adapta- 
tion and normal threshold levels were reached in about two weeks when 
the examinations were made in a retinal area of 4% degree situated 
10 degrees above the macula. In all 3 cases the return toward normal 
threshold levels was more rapid in paramacular areas than at the macula. 
In the second case reported herein, in which the patient was under our 
_ observation only eleven days and three sets of readings were made, this 
same trend was observed. 
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There was a lowering of the threshold values, following the course 
of treatment, with ranges from 0.05 log unit (threefold reduction in 
light intensity) to 1.25 log unit (approximately twentyfold reduction ) 
in the 3 cases. On account of the fact that there may be a normal 


TABLE 1—Values in Case 1 of the Logarithm of the Light Thresholds (AMicro- 
millilamberts) After Various Periods (Minutes) of Dark Adaptation 
on Various Days Subsequent to Treatment * 


Representa- 
Time Difference tive Normal 
(minutes) Between Data (Average 
Dark Days Initial and Fifty Different 
Adap- - — “~ Final Values Determinations, 
Site tation 13 7 22 (Log Unit) Three Subjects) 


Ten 
degrees 
above 
macula 


0.54 
0.62 
0.94 
0.77 


1.00 


Sth bh Ce co 


At mi 02 we 4.5 4.2 0.54 
macula i eli ‘ 3.6: 3.08 3. 0.74 
0.75 

0.55 


0.75 


* Retinal stimulus area % degree; light adaptation 3 minutes to 160 foot candles. 


TABLE 2.—Values in Case 2 of the Logarithm of the Light Thresholds (Micro- 
millilamberts) After Various Periods (Minutes) of Dark Adaptation 
on Vartous Days Subsequent to Treatment * 


Representa- 
Time Difference tive Normal 
(Minutes) Between Data (Average 
Dark Initial and Fifty Different 
Adap- Final Values Determinations, 
Site tation (Log Unit) Three Subjects) 


Ten 1 ey 3.85 5 0.47 4.05 
degrees 5 5.55 31k 3.4: 0.10 3.35 
above 3.10 2.9% 2.8: 0.25 2.58 
macula 15 2.90 2.5: 7 0.50 2.26 
2.80 48 2.35 0.45 2.08 

At - 4.76 4.6: 0.46 4.15 
macula f 4.62 4, : 0.56 3.42 
10 4.57 06 é 0.55 3.34 

15 4.45 3.92 0.55 3.25 

20 4.40 3. 3 0.54 3.20 


* Retinal stimulus area y%, degree; light adaptation 3 minutes to 160 foot candles. 


variation in successive daily tests of the order of 0.3 log unit (twofold 
change in light intensity), we have adopted the criterion that there 
must be a change of 0.5 log unit in the threshold levels at the end of a 
twenty minute dark adaptation period before one can assert that the 
change is significant. 
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Night blindness and similar visual disturbances have long been asso- 
ciated with a poor nutritional state of the body. In recent years this 
coincidence has been traced to the lack of sufficient vitamin A in the diet 
and has been explained in terms of the chemical relation between vitamin 
A and the light-sensitive pigments of the retina. Our photometric data 
show that there was vitamin A deficiency in the cases studied and that 
normal threshold levels were established after appropriate treatment. 


COMMENT 

It would be presumptious to assume that the pathogenesis of pityriasis 
rubra pilaris is to be explained solely on the basis of deficiency in 
vitamin A. Additional evidence must be presented along the lines of 
this study as well as in other directions. The patients reported herein 
acquired the disease in adult life within a relatively short time, but there 
was little question as to the accuracy of the diagnosis from either the 
clinical or the histologic standpoint. Obviously, this series of case 
reports should be extended to include other phases of the condition, 
such as long-standing disease, as well as the type which occurs in child- 
hood. Of particular interest will be the observations made when there 
is a familial trend to the disease, on the normal persons as well as on 
afflicted ones. 

In the cases presented herein, the abnormally high threshold levels 
of dark adaptation indicate that there was an insufficient supply of 
vitamin A available to accomplish the regeneration of visual purple 
in the retina adequately and in a normal manner. In the second case there 
was the apparent paradox of a deficiency of vitamin A in spite of an 
excess of carotene in the blood, a situation similar to that observed 
recently by Brazer and Curtis '* in a group of patients with juvenile 
diabetes mellitus. The provitamin carotene is converted to vitamin A 
in the liver, presumably, and that organ is the body’s chief depot of 
supply.” A lack of vitamin A may exist in the face of an adequate 
supply in the dietary intake. There may be a faulty mechanism in the 


process of conversion of carotene, an inability to utilize the finished 


product or a situation in which there is an increased demand.*® An 
important consideration is a normal physiologic state of the gastro- 
intestinal tract. This may be altered, for example, by the excessive 
use of liquid petrolatum. Abnormalities occur also in connection with 
a disturbance of fat metabolism and with disease of the pancreas, gall- 


18. Brazer, J. G., and Curtis, A. C.: Vitamin A Deficiency in Diabetes Mellitus, 
Arch. Int. Med. 65:90-105 (Jan.) 1940. 
19. Bessey, O. A., and Wolbach, S. B.: Vitamin A: Physiology and Pathology, 
J. A. M. A. 110:2072-2080 (June 18) 1938. 
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bladder and liver. Associated with cirrhosis of the liver, there may be 
an impairment of dark adaptation.?" 

Present tests for estimating the function of the liver are of doubtful 
value in portraying this type of physiologic abnormality. Similarly, 
quantitative determinations of the level of vitamin A in the circulating 
blood do not reflect the nutritional status of a person in respect to his 
need for this vitamin.*! The level of the vitamin in the blood at any 
given time does not portray the amount that is stored in the body; nor 
does it indicate the degree of adequacy of the dietary supply. 

In these 3 cases the abnormally high levels of dark adaptation were 
corrected promptly by the administration of large amounts of vitamin A. 
The response of the skin, however, was considerably delayed, or, as in 
the first case, hardly appreciable. Benefit might be attributed to some 
other factor of treatment, such as rest or the use of emollients or of 
pilocarpine sweats, or to the vagaries of the disease. However, failure 
in response or a delayed response of the skin to a therapeutic test by 
means of the administration of large amounts of carotene or vitamin A 
is only of relative value in determining the ultimate importance of a 
disturbance of vitamin metabolism in this peculiar disease entity. 


SUMMARY 

We have presented 3 cases of pityriasis rubra pilaris in which the 
diagnosis was established on the basis of clinical and pathologic findings. 
The resemblance of the cutaneous changes in this condition to those 
which have been observed in cases of vitamin A deficiency (phryno- 
derma) has been stressed. 

With this relation in mind we investigated the degree of night blind- 
ness by measuring the thresholds of dark adaptation by means of the 
apparatus and methods of Steffens, Bair and Sheard. In these cases 
it was found that the threshold levels of dark adaptation were from 0.5 
to 1.25 log units (approximately threefold to twentyfold) higher than 
normal in both macular and paramacular areas. In general, the return 
to normal threshold levels or approximations thereto was gradual during 
the course of appropriate treatment. At the same time, with this treat- 
ment there was improvement in the condition of the skin, but the 
response was slow. The implications of the relation of pityriasis rubra 
pilaris to a disturbed vitamin .\ metabolism have been considered. 


20. Haig, C.; Hecht, S., and Patek, A. J., Jr.: Vitamin A and Rod-Cone Dark 
Adaptation in Cirrhosis of the Liver, Science 87:534-536 (June 10) 1938. Patek, 
A. J., Jr., and Haig, C.: The Occurrence of Abnormal Dark Adaptation and Its 
Relation to Vitamin A Metabolism in Patients with Cirrhosis of the Liver, J. Clin. 
Investigation 18:609-616 (Sept.) 1939. 

21. Steininger, G.; Roberts, L. J., and Brenner, S.: Vitamin A in the Blood 
of Normal Adults: The Effect of a Depletion Diet on Blood Values and Bio- 
photometer Readings, J. A. M. A. 113:2381-2387 (Dec. 30) 1939. 
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ABSTRACT OF DISCUSSION 

Dr. NELson Paut Anperson, Los Angeles: There is one condition that Dr. 
Brunsting did not mention in his differential diagnosis that I think should be called 
to your attention. That is the question of Norwegian scabies. 

Recently it has been my fortune to observe a case of Norwegian scabies in 
which a previous diagnosis of pityriasis rubra pilaris had been made by several 
dermatologists. There are several points of similarity between these diseases, 
namely, involvement of the scalp, face, palms and soles. The two points of 
greatest clinical difference are the absence of follicular hyperkeratosis and the 
presence of changes of a pronounced hyperkeratotic degree in the nails in Norwegian 
scabies. 

The case I refer to was that of a boy about 14 years of age, stunted in growth 
and looking to be about the age of 6 or 7 years. As far as I could ascertain, 
he had had the Norwegian scabies for about seven years, truly seven year itch. 
There were no burrows or charactersitic lesions of scabies, as one thinks of scabies 
ordinarily. 

Dr. Marion B. Sutzpercer, New York: It seems at first, as Dr. Brunsting 
emphasized, almost ludicrous to suppose that a congenital anomaly, a nevoid 
cutaneous disease, should be associated with manifestations of vitamin deficiency 
or should be susceptible to treatment by the administration of any dietary 
substance. : 

However, I should like to point out that it is possible that nevoid anomalies 
result in faulty utilization of dietary ingredients or vitamins. 

There is some experimental evidence in regard to this point. I believe it 
was Brown at Yale who, about a year ago, bred pure strains of guinea pigs in 
which the vitamin demand on the part of one strain was about one hundred times 
that of the other. In other words, by means of selective breeding, an abnormal 
strain was developed; and this strain, to maintain good health, required one 
hundred times as much vitamin B as did the normal guinea pigs. 

Thus, it is possible that there may be a correlation between congenital anomalies 
and hereditary factors and the need for vitamins. 

Another point which I think is important is that this increased demand for a 
vitamin may be general. The whole body may need it. The general health may be 
affected if the necessary supply is not taken in. However, the excessive demand 


for a particular vitamin may be localized in a certain organ or part of an organ. 
One finds, for example, that in certain persons the eyes will get along perfectly 
well when a certain amount of vitamin A is being taken, but the skin will not; 


or vice versa. 

Now, in relation to vitamin A, I think it is worth while reporting preliminary 
observations which Dr. Joseph Goodman and Dr. Naomi M. Kanof ‘made. In 
certain cases follicular keratosis, which is not usually thought of as being associated 
with vitamin A deficiency, nevertheless derives benefit from the administration 
of large amounts of vitamin A. In that group there were cases of ordinary 
keratosis pilaris, which is so common in young persons, occurring on the backs of the 
arms and on the extensor surfaces of the thighs and legs. Not in all but in many 
of these cases there is decided improvement—even during the winter when improve- 
ment should not be expected—on the administration of large doses of vitamin A. 
Moreover, the improvement is not maintained when one stops giving the vitamin. 
Another interesting condition which Dr. Goodman treated successfully with 
vitamin A was represented in a group of cases of lichen spinulosus et atrophicans 
associated with folliculitis decalvans, as described by Graham Little. In these 
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cases there is an association of spinulous lesions, of follicular keratosis, with 
papules of lichen planus and with areas of alopecia and folliculitis of the scalp. 
I have seen the active lesions in these cases clear up promptly with vitamin A 
treatment. 

The third condition in which I am certain there is often definite improvement 
from the administration of vitamin A is a certain form of brittleness of the nails. 
I should like to cite a case which will perhaps better illustrate this fact than 
the recounting of statistics. 

The widow of a former colleague, a fine pianist, found that she was unable to 


play the piano because her nails were so brittle. They broke off and split so badly 


that she could not continue with her music. She was treated by several derma- 
tologists with the usual measures, such as roentgen rays, without success. She was 
also for some time given thyroid medication, to the limit of her tolerance. | 
suggested to her several years ago that she try taking large doses of vitamin A. 
I saw her about four days ago, and she reported that she has had no trouble with 
lier nails since she began taking vitamin A and that she can play the piano as 
much and as hard as she likes, without difficulty. 

I think there is another point, therefore, which is of interest in connection with 
Dr. Brunsting’s paper. That is the question of the interrelation not only of 
hereditary factors and vitamin demand but also of vitamin demand and endo- 
crinologic function. For example, one knows that the administration of thyroid will 
often improve the condition of excessively friable or brittle nails and will improve 
dry skin and keratosis pilaris. Apparently, vitamin A has an effect in a similar 
direction. Vitamin A certainly seems worth trying also in pityriasis rubra pilaris, 
for I know of no other method by which one can get decided improvement or even 
slight improvement in 3 successive cases of the condition. 

Dr. Lours A. BrunstinG, Rochester, Minn.: I appreciate the discussions that 
have been made in regard to the other conditions. This paper presents evidence 
tending to show that in certain types of pityriasis there is an apparent defect in the 
metabolism of vitamin A, and this defect may be of etiologic significance. 
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PHILADELPHIA 


It is the main purpose of this paper to publicize the rapid expansion 
of the geographic distribution of chromoblastomycosis and to indicate 
the enlarging scope of the morbid anatomic changes. For a long time 
the known tissue changes remained almost entirely those of verrucous 
dermatitis of the legs, but during the last seven years data have been 
accumulated from a number of cases which have shown different pic- 
tures frequently enough to demonstrate that the dermatologic features 
of the disease are not uniform and simple. As thére is promise that 
the range in gross tissue reaction will eventually compare with that of 
tuberculosis, syphilis and other members of the group of specific infec- 
tious granulomas, dermatologists should consider the possibilities of 
this disease when encountering atypical granulomatous conditions the 
cause of which is doubtful clinically. The case that we report from 
Philadelphia was one of this kind; the histologic picture was a surprise. 


REPORT OF CASE 


\. E., a Negress, aged 44, may have had the cutaneous condition for ten years, 
because the history is not clear or dependable as to certain scars of lesions 
which had preceded her first observation by a physician. In any event, in March 
1933 she was observed in a surgical clinic, at which time she stated that the 
active granulomatous lesions had been present for a year. It is thus possible that 
the condition had existed more than five years when first studied by us, and 
probably a year longer. 

When she was first observed dermatologically, there were three fungating 
granulomas on the left ankle, which were beset with abscesses and exuded pus 
on pressure. The abscesses were not present at the margins, as in Gilchrist’s 
disease. This condition may have been comparable to a verrucous stage but 
evidently was not typically verrucous. Although the direct examination of pus* 


Read at the Sixty-Third Meeting of the American Dermatological Association, 
Inc., Colorado Springs, Colo., June 1, 1940. 
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Sections filed at the Army Medical Museum, Washington, D. C., acc. no. 
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“microscopically gave negative results and the cultures failed to reveal fungi, 
the diagnosis of mycotic ulcer was given. Evidently the disease was regarded as the 
blastomycosis of Gilchrist, and the brown cells of chromoblastomycosis were 
overlooked. The Wassermann and Kahn reactions of the blood were negative on 
two occasions. Local treatment consisted at various times of ointments containing 
ammoniated mercury, chrysarobin, pyrogallol and iodine. Potassium permanganate 
soaks were also employed. During June and July 1933, compound solution of iodine 
U. S. P. was administered internally ; this medication was succeeded by potassium 
iodide until November 1934, at which time the lesion had “healed.” Roentgen rays 
were administered in “100 per cent dosage” on five occasions, three in June 1933 
and one each in November and December. 

Between 1934 and 1937 the patient visited the clinic five times on account of 
diffuse nodular thickening in the affected part. Potassium iodide was prescribed 
at each visit. Treatment with potassium iodide was prescribed over the entire 











Fig. 1.—Lesions in 1940 on inside of ankle. 


period of the disease, but it is doubtful whether the patient was conscientious in 
taking her medicine. 
On Nov. 9, 1938 the patient came under our observation with a palm-sized 


patch of hyperpigmentation which covered the inner aspect of the left ankle 
posterior to the internal malleolus. In the anterior part of the patch there were 


three superficial scars, measuring up to 2 cm. in diameter. Over the achilles 


tendon there was a similar but crescentic scar. At either horn of the crescent 
there were granulomas, one measuring 1 cm. in diameter and the other 2 by 1 cm. 
They were hard, indefinitely outlined and covered by a thin, closely adherent 
scale and were not suppurative. On removal of the scale they were dusky red. 
They were confined to the skin, being freely movable over the deeper tissues. 
There was not any tenderness either to pinching or on deep pressure, nor was there 
itching at any time. 

Only one of the lesions appeared to be active. It was located at the con- 
vexity of the crescentic scar, measured 8 by 2 mm. and projected definitely above 
the surface. It was hard, shiny and covered by normal skin. It suggested a late 
nodular syphiloderm more than anything else. 
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Biopsy was performed on November 9. The wound healed within a month. 
After the diagnosis of chromoblastomycosis had been made microscopically, treat- 
ment was continued with potassium iodide but not with roentgen radiation. On 
April 19, 1939 the lesion had flattened entirely, and there was scarcely any infil- 
tration recognizable in the scar. At this time a large portion of a more highly 
pigmented part of the skin was excised, mainly for the purpose of securing cultures. 
It included practically all of the scalier and hyperpigmented region. After this 
operation, the patient was faithful in taking potassium iodide for three months, 
and then treatment lapsed for nine months. 

On April 8, 1940 there was but one focus of active disease. It lay at the 
margin of the surgical scar which had been produced a year previously. It measured 
2 cm. in diameter, was slightly elevated and was capped by tough corneous 
material. It was a superficial nodule, the bulk of which consisted more of kera- 
totic than of infiltrative material (fig. 1). Elsewhere there were only superficial 
scarring and hyperpigmentation. 

Scrapings were examined only at a visit in 1940. Small numbers of rounded 
brown cells, single but mostly in clumps, were found in extemporaneous prepa- 
rations of sodium hydroxide. Their brown color made them readily discoverable 
with the microscope even under low power. Mycelium was not observed, and 
germination (early) was seen but once. The “incrustation” described in histologic 
sections was not discoverable; probably it was soluble in the alkali. 

To summarize, the condition was of seven or eight years’ duration, subjectively 
asymptomatic and confined to the ankle and had passed from an earlier, actively 
proliferative and verrucous stage into a chronic fibrous and pigmented one. When 
the condition was observed by us it was not possible to recognize with certainty 
any active inflammatory infiltration clinically; what there was of thickening could 
have been accounted for by fibrous sequelae. The early treatment by ingestion of 
iodides (even though it was adhered to by the patient only sporadically), supple- 
mented by roentgen rays, had evidently resulted in great improvement but not in 
complete healing. The roentgen ray dosage was too small to be considered. We 
feel that this experience should be remembered before the complete cure of chromo- 
blastomycosis, which some authors have reported, is assumed by whatever modality 
or regimen. 

Histologic Examination—The processes were those which have been described 
in other cases. There was decided epidermal hyperplasia, with edema, leading to 
low verrucosities, hyperkeratosis and elongation of the interpapillary pegs (acan- 
thosis). The pegs were extremely irregular in size and form but did not permeate 
the corium in the pseudoepitheliomatous manner that is observed in American 


blastomycosis (Gilchrist’s disease). In the corium there were numberless small 


tuberculoid granulomas so closely set as to comprise a thick (7 mm.) plaque which 
extended from the epiderm to the subcutaneous tissue. Little, if any, of the normal 
collagenous tissue remained in view. , 

The smallest granulomas were made up entirely of epithelioid cells, but gen- 
erally their centers consisted of masses of degenerated polymorphonuclear leuko- 
cytes. Lymphocytes were scarce in the periphery, and giant cells were small and 
indefinitely outlined. Except for the leukocytic centers, the tissue reaction in the 
corium was decidedly akin to that of Boeck’s sarcoid. There was not any necrosis. 

The fungus cells occurred uniformly within the leukocytic masses, both free 
and within the giant cells. They measured two or perhaps three times the diameter 
of a leukocyte. The shell was thick and rich chestnut brown, and its exterior 
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tended to be deformed and irregular. The interior contained a number of minute 
rounded bodies, which were so ill defined as to prevent accurate description, but 


they numbered up to eight. Of particular importance, because it has not been 
previously reported, was a pink granular deposit on the exterior of the shell. 
This extended outward 2 or 3 mm., sometimes with a suggestion of radial stria- 
tion, resulting in an envelope of irregular thickness. At places, where it fused 
with neighbors, it resulted in a gloea. Similar formations are known on Coccidi- 
oides immitis and Sporotrichum schencki (Talice and MacKinnon 1). 




















Fig. 2.—Photomicrograph showing the outlines of the fungus cells which are 
indistinct on account of their granular incrustment. They appear as a cluster of 
seven or eight elements between the miliary abscess, above, and the epithelioid 
cells, below. Inset, fungus in scrapings, cleared by solution of sodium hydroxide. 


CULTURES 

After the correct diagnosis had been established by biopsy, scrapings were 
cultured, but with negative results. Incidentally, at the later examination in 1940 
a second lot of scrapings was cultured, resulting in two colonies out of fifteen 
particles planted. 

1. Talice, R. V., and MacKinnon, J. E.: The Asteroides Form of Splendore 
in Spontaneous and Experimental Sporotrichosos, in Proceedings of the Third 
International Congress of Microbiology, Baltimore, Waverly Press, 1940, p. 510. 
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In a second attempt at culture, on April 13, 1939, the most highly infiltrated 
part of the lesion was excised. A small portion of the specimen was retained 
for histologic examination, and the remainder was snipped into fine bits with 
sterile scissors. Altogether, a piece of skin 1 cm. in diameter was employed. 
Portions were (a) bathed in 95 per cent alcohol before planting, (b) shaken 
vigorously in sterile saline solution and bathed with alcohol or (c) not treated 
at all. Plantings were made on Pennsylvania medium? and Sabouraud conser- 
vation medium and in Sabouraud dextrose bouillon. Sets of cultures with the 
inoculum specially prepared as mentioned were kept both at room and at incubator 
(37.5 C.) temperature. 

Results of Cultures—Growth appeared at 37.5 C. in five to six days and at 
room temperature in nine to ten days. Eventually as many colonies were secured 
at room temperature as in the incubator. 

Alcoholized inoculums remained sterile. Nonalcoholized ones yielded colonies at 
almost every point of inoculation. Most of the plantings of materials washed and 
then alcoholized gave rise to only a few colonies, which were, however, pure. 
Altogether, twenty primary colonies were secured. 

Gross Appearance of Colonies—In four weeks colonies at room temperature 
on Pennsylvania medium measured 6 to 10 mm. in diameter. They had in general 
the classic appearance of the fungi commonly isolated in cases of chromoblasto- 
mycosis. They were sharply marginated and rather highly heaped up, being either 
regularly mounded or perhaps slightly acuminate. They were dark slate gray and 
delicately furry, like the skin of a mouse. Subsurface mycelium extended fully 
6 mm. into the substrate, i. e., as much or more of the colony lay below the 
surface as above. The submerged portions were almost jet black. It would 
appear that when grown at 37.5 C. the surface mycelium was slightly coarser and 
less compact. 

In dextrose bouillon, moruloid, smooth surfaced, closely adherent clumps of 
colonies, up to 3 mm. in diameter, grew at the bottom of the tube. They remained 
as intact black spherules even when the medium was violently agitated. Black 
colonies also grew fairly well in deep agar stabs (Pennsylvania medium). In short, 
the characters described were altogether good for Fonsecaea pedrosoi (Hormo- 
dendrum pedrosoi and Acrotheca pedrosoi) (Thom * and Emmons and Carrién ‘). 

Microscopic Appearance of Fungus.—In hanging drops of dextrose bouillon at 
the end of seven days the colonies were black and measured up to 2 mm. in 
diameter. The mycelium was rather delicate, brownish and seldom branching. 
Hyphal fusions were abundant. The only reproductive forms were conidia, which 
occurred in clusters of two or three at the tips of hyphae and on short lateral 
conidiophore hyphae. They were small, slightly pyriform, smooth and brown. 
At this early stage sporotrichum was suggested. In two weeks, however, certain 
spores had become elongated until they were three times as long as they were 
broad. Moreover, they extended in large numbers from the sides of the conidio- 
phore hyphae as well as from their tips. This is the pseudo-Acrotheca form’ of 
Carrién. Phialophora forms were not observed, nor Hormodendron branchings. 
Conidiophore hyphae were decidedly blacker than others, especially in osmic acid 


2. Park, W. H., and Williams, A. W.: Pathogenic Microérganisms, ed. 11, 
Philadelphia, Lea & Febiger, 1939, p. 803. 

3. Thom, C.: Naming Molds, J. Washington Acad. Sc. 30:49 (Feb. 15) 1940. 

4. Emmons, C. W., and Carrién, A. L.: Hormodendrum Pedrosoi: An Etio- 
logical Agent in Chromoblastomycosis, Puerto Rico J. Pub. Health & Trop. Med. 
11:639 (June) 1936. 
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Fig. 3—Hanging drop culture. Hyphae are moniliform and bear bouquets of 


conidia. 











Fig. 4.—Species of fungi causing chromoblastomycosis. A, P. verrucosa. B, 


F. pedrosoi from South America. C, F. pedrosoi from Philadelphia (this case). 
These three colonies are four weeks old and are growing on Pennsylvania medium. 
D, Philadelphia strain growing in dextrose bouillon (tube photographed in reclining 
position) ; note that the colonies are compact and discrete. 
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preparations, and parts of the vegetative hyphae were moniliform. It required 
painstaking study to identify the tiny denticulations at the ends of the conidio- 
phore hyphae which are responsible for the “knotted stick” effect of Fonseca. 
Incidentally, it will be recalled that it is an order of denticulation that is respon- 
sible for the creation of the genus Rhinocladium as against Sporotrichum. Evidently, 
conidia do not develop in bouillon (microaerophilic), as they could not be found 
in the colonies which grew at the bottom of dextrose bouiilon tubes. 

It was only after several weeks that additional forms developed. In hanging 
drop preparations seven months old (fixed and stained with osmic acid) Hormo- 
dendron branchings were discovered. The bouquets of conidia formed on both 
terminal and lateral “knotty stick” conidiophores. Occasionally the conidiophores 
were flask shaped, really phialides. The “knotty sticks” appeared to be particu- 
larly dense and stained bronze-black with osmic acid, whereas the rest of the 
mycelium was for the most part pale brown. Phialophora cups were not found 
in ten preparations examined with great care. Carrién,®> however, found a few in 
cultures which we sent him. 

Resistance to Formaldehyde.—For the purpose of permanent preservation as a 
museum specimen, an equal quantity of 10 per cent concentration of solution of 
formaldehyde U. S. P. was added to a dextrose bouillon culture. At this time 
the colonies averaged up to 2 or 3 mm. in diameter, were greenish black and 
occurred either singly or in small moruloid groups. They were compact and had 
regular, sharply defined surfaces. At most, only a tiny fuzz could be identified 
on the surface. Incidentally, it is possible that the large numbers of hyphal fusions 
which were observed in the hanging drop preparations were responsible for this 
compactness, by acting as binders; as previously stated, forcible agitation of the 
fluid did not affect the form of the spherules in the least. To our surprise, several 
months after the formaldehyde was added the spherules had enlarged greatly, the 
texture was loose and fluffy and the periphery of the colony was _ indefinite. 
The color was pale brown, not black. Under the microscope the mycelium was 
extremely coarse and straight and exhibited no conidia; it was evidently an 
extremely simple vegetative type. To add to the curiousness, a colony was 
growing at the surface of the fluid and extended for several millimeters up the 
sides of the tube. Moreover, several colonies were growing at the original level 
of the fluid, several centimeters above the present level; they were thin, flat and 
black. These changes clearly illustrate the ability of the fungus to proliferate in 
the formaldehyde, as against an alternative explanation that the formaldehyde had 
merely effected a loosening of the previously compact colonies. 


Classification of the Fungus.—According to the present consensus, 
this strain would fall into F. pedrosoi (H. pedrosei, A. pedrosoi). The 
determining features are the “knotty stick” type of conidiophore, the 
pseudo-Acrotheca formations and the branching bouquets observed 
microscopically, together with the rapidity and luxuriance of growth 
in test tubes. Particularly impressive was the difference between the 
slow growth capacities of the cultures of P. verrucosa with which one 
of us (F. D. W.) first worked in 1933, and those of F. pedrosoi. 

Microscopically, the presence or absence of certain “cups” is of 
prime importance in determining the species. It has been disturbing 
that we were unable to discover any Phialophora cups in our material, 


5. Carrién, A. L.: Personal communication to the authors. 
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cither in the hanging drop preparations or in fragments taken from 
solid culture medium, because Dr. Arturo L. Carrién, to whom we 
sent a culture, informed us that he found them, although in extremely 
small numbers. In view of the pains that he had to take to find cup 
formation, necessitating perhaps hours of search, we feel with him that, 
while they have significance for academic purposes, for practical ones 
they may be disregarded. It is encouraging to be able to demonstrate 
the capacity of this strain to produce cups under this or that circum- 
stance, for it indicates a connection between it and the other so-called 
species observed in chromoblastomycosis (form species), which are 
probably but variants of a single parent species. Details of the long and 
involved controversy as to the proper terminology are readily avail- 
able elsewhere (Emmons and Carrion,” Moore and de Almeida,’ Mar- 
tin, Baker and Conant * and Thom“). Certainly this species is not P. 
verrucosa, which can also cause chromoblastomycosis. | Carrion ° 


assigned it to F. pedrosoi var. communis. 


KNOWN DATA ON THE DISEASE 

As recently as ten years ago, da Fonseca and de Aréa Leao® were 
able to collect only 18 cases, 17 of them Brazilian. MacKinnon '” 
brought the subject to date in 1934 and de Almeida"! in 1938. The 
latter’s monograph is excellent. Since these articles are not readily 
available and since de Almeida’s and MacKinnon’s are written in Portu- 
guese, an outline of known facts about chromoblastomycosis appears 
to be timely, particularly since 102 cases are now available for analysis 
and a wealth of new information has been added. 

History.—The first case of chromoblastomycosis was identified in 
Brazil in 1911 by Pedroso '* and called “black blastomycosis,” on the 
basis of the dark color of the fungus cells of the lesions. Gilchrist’s 


description of blastomycosis is fifteen years older. In North America 


6. Emmons, C. W., and Carrién, A. L.: The Phialophora Type of Sporulation 
in Hormodendrum Pedrosoi and Hormodendrum Compactum, Puerto Rico J. Pub. 
Health & Trop. Med. 11:703 (June) 1936. 

7. Moore, M., and de Almeida, F. P.: New Organisms of Chromomycosis, 
Ann. Missouri Botan. Garden 23:543 (Nov.) 1936. 

8. Martin, D. S.; Baker, R. D., and Conant, N. F.: A Case of Verrucous 
Dermatitis Caused by Hormodendrum Pedrosoi (Chromoblastomycosis) in North 
Carolina, Am. J. Trop. Med. 16:593 (Sept.) 1936. 

9, da Fonseca, O., Jr., and de Aréa Leao, A. E.: As Chromoblastomycoses, 
Rev. med.-chir. do Brasil 38:197-216 (June) 1930. 

10. MacKinnon, J. E.: The First Uruguayan Case of Chromoblastomycosis, 
with Critical Review of the Disease, Arch. urug. de med., cir. y especialid. 5:201 
(Aug.) 1934. 

11. de Almeida, F. P.: Mycologia medica, Sao Paulo, Companhia Melhora- 
mentos, 1939, p. 583. 

12. Pedroso, A., cited by da Fonseca, O., and de Aréa Leao, A. E.: Chromo- 
blastomycosis, Rev. med.-chir. do Brasil 38:216-236 (June) 1930. 
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credit goes to Lane,'* who reported his case in 1915 from Boston. 
His associate, Medlar, was the first to grow the fungus; it was not until 
1920 that cultures were secured in South America, by Pedroso and 
Gomes.'* Since the North American species was different from the 
South American one at that time and the clinical pictures were entirely 
different, the diseases of the two continents could not be reconciled 
with finality. On the appearance, however, of a disease identical with 
the South American clinical entity in Fort Worth, Texas, Wilson, 
Hulsey and Weidman '* first announced the occurrence of the typically 
verrucous form of chromoblastomycosis in North America. Curiously 
enough, P. verrucosa was concerned in both the Boston and the Texas 
case (and to this day has been isolated only six times), whereas F. 
pedrosoi had been invariably concerned in the South American cases. 
It was thus necessary to discover the disease in the classic form on 
the leg in a North American case before establishing, first, that the 
chromoblastomycosis of South America occurred also in North America 
and, second, that at least two different species could produce the same 
clinical picture. Coincidentally it was demonstrated for the first time 
that one and the same species among the several species of chromo- 
blastomycosis fungi could induce radically different clinical pictures ; 
in the Texas case verrucous dermatitis extensively involved the leg, and 
in the Boston case the condition appeared in the form of small patches on 
the buttock. This observation at once opened up the possibilities of an 
enlarging scope of the dermatologic features of chromoblastomycosis, 
such as has actually occurred in the succeeding seven years and will be 
illustrated in the paragraphs which follow. 

Age.—In more than half of the cases the disease occurred between 
the ages of 30 and 50. 

Race.—It appears that all races are liable. There were 3 Japanese 
and several Negroes, but mostly Caucasians have been affected. As 
to nationality, the worldwide distribution speaks eloquently. 

Sex.—Females are rarely affected. Apparently females were con- 
concerned in only 3 cases cited in the literature (Tschernjawski,'® 
Kano '? and Weidman and Rosenthal). Carrion stated that he had 


seen a fourth case. 


13. Lane, C. G.: A Cutaneous Disease Caused by a New Fungus (Phialophora 
Verrucosa), J. Cutan. Dis. 33:840 (Dec.) 1915. 

14. Pedroso, A., and Gomes, J. M.: Four Cases of Dermatitis Verrucosa 
Produced by Philaophora Verrucosa, Ann. paulist. de med. e cir, 9:53 (March) 
1920. 

15. Wilson, S. J.; Hulsey, S., and Weidman, F. D.: Chromoblastomycosis in 
Texas, Arch. Dermat. & Syph. 27:107 (Jan.) 1933. 

16. Tschernjawski, J.: Chromoblastomycosis, Arch. f. Dermat. u. Syph. 157: 
198, 1929. 

17. Kano, K.: Chromoblastomycosis Caused by a Fungus Hitherto Undescribed 
as Pathogenic: Hormiscium Dermatitidis, Arch. f. Dermat. u. Syph. 176:282, 1937. 
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Occupation.—Laboring classes are almost exclusively affected, 


probably owing to their contact with vegetation, as in the case of 


agriculturists. Tschernjawski’s patient, a woman literary worker, was 
an exception, but she too had suffered injury by brush during an acci- 
dent while horseback riding in the country. 

Geographic Distribution —The 17 cases collected by da Fonseca and 
de Aréa Leao” originated in Brazil, and since that time the total from 
that country has reached 54 (de Almeida''). Table 1 and figure 5 
illustrate the distribution of cases. 

Nomenclature —The disease was originally denominated chromo- 
blastomycosis by the South American authors, apparently because they 
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Fig. 5.—Geographic distribution of cases of chromoblastomycosis in 1940. 


regarded the parasites in the tissues as blastomyces, i. e., budding fungi. 
As a matter of fact, it requires but little attention to detail to satisfy the 
mycologist that the fungus cells are not truly budding but are dividing 
essentially by septation. Now that cultures have become available, this 
has been confirmed; neither in culture nor in tissue does reproduction 
take place by budding. In short, the “blasto” in the term is misleading. 


‘ 


Moore and Mapother '* have proposed “chromomycosis,”’ which has 
much merit. The name is shorter and is not as misleading as chromo- 
blastomycosis. But, as Carrion has indicated to one of us (F. D. W.), it 


could mistakenly apply to superficial mycoses, like tinea versicolor. In 


18. Moore, M., and Mapother, P.: Chromomycosis of the Face: Report of a 
Case and a Study of the Causative Organisms, Phialophora Verrucosa, Arch. 
Dermat. & Syph. 41:42 (Jan.) 1940. 
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our opinion, a definite ruling should be made by an official committee, 
in which case we recommend consideration of the names Pedroso’s dis- 
ease, Fonseca’s disease or Gomes’ disease. It is not possible to name 
the disease according to the causative organism, because the condition 
is not an etiologic entity—at least as known at present. 


TABLE 1.—Geographic Distribution of Cases of Chromoblastomycosis 








North America, total 41 + 
United States (continental) 7 


tes ed aria ce Maids Lane,1* 1915 
Fort Worth, Tex........ Wilson, Hulsey and Weidman,?!® 1933 
SS ae Moore and Mapother,!*> 1940 
eR. 6 Martin, Baker and Conant,*® 1936 
Philadelphia............. Weidman and Rosenthal, 1940 
pc i + Vc) ee Hailey and Hailey *° 
pS =| rere Sams 78 
OBS bic acnse rs cdan <heerue 1(?) Hoffman, W. H.: Arch. f. Schiffs- u. Tropen-Hyg. 
32 3485 (Sept.) 1928 
20 Pardo-Castello: Personal communication to the 
authors 
PRE iso vos oaks cad ek es 7 Carrion,?! 1938 
2 Carrion,® 
BAT THORNE 66 Sic on cee tee 1 Carrion, A. L., and Pimental-Imbert, M. F.: Puerto 
Rico J. Pub. Health & Trop. Med. 13% 522 (June) 
1938 
NN POCO E TET TOr Te 1 Morales, R., im’ Proceedings of the Fourth Medical 
Congress of Central America, November 1926 
Oe ee ere eee 3 Salisbury, E. J., in the Seventeenth Annual Report of 


the Medical Department, United Fruit Company, 
1928, p. 185. Nauck, E. G.: Arch. f. Schiffs- u. 
Tropen-Hyg. 35: 394 (July) 1931. Rotter, W., and 
Pena-Chayarria, A.: ibid, 8721 (Jan.) 1933 

South America, total 58 


ics ci mses ndacen eyin eee ees 54 de Almeida,1! 1939 * 
WR oi oka Sie cnc cece 1 Briceno-Iragorri, L., Caracas, Venezuela, the author, 
1939 
PR cin rckae eserves kbs. 1 Balina,?® 1932 
ee Peer 1 Boggino, L.: Novena reunion Soc. argent. de pat. reg. 
2 : 1329, 1937 
TE EP TOS 1 Mackinnon,!°? 1934 
Europe, total 3 +- 
Russia (estimated).......... 15 Meriine,?* 1938. Tschernjawski,1® 1929. Pozojewa, N 
PO ne ree 3 G.: Dermat. Wehnsehr. 90: 615 (May 3) 1930 
Africa, total 2 
SE ee eee 1 Nauck, E. G.: Arch. f. Sechiffs- u. Tropen-Hyg. 33: 
394 (July) 1931 
PI 6's dra Maeve wien wanes 1 Montpellier and Catanei,?° 1927 


Asia, total 3 


a oe i sci fa ag tata e Sa 3 Kano,!7 1937. Takahashi‘? (2 cases) 1937 


Islands, total 3 
Java and Sumatra.......... 3t Bonne, C.: Bull. Soe. path, exot. 233 765, 1930. Kwa- 
wegen and Elite: Geneesk. tijdschr. y. Nederl.-Indié 
70: 669, 1950, van der Meer, B, J.: ibid. 77: 
2575, 1937 


Grand total 110 + 





* Numerous unreported cases in addition. 
+ Not verified. 


’ 


Symptoms.—In all cases (with 1 exception) it is in the lower strata 
of society that persons are affected. Almost invariably the exposed 
parts of the body are concerned; in Lane’s case involvement of the 
buttock was an exception. The involvement is invariably unilateral, 
except in the case of Lindenberg and Gomes,”® in which both legs and 


19. Lindenberg and Gomes, cited by da Fonseca and de Aréa Leaio® [case 9]. 
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an arm were affected. With surprising consistency there has been a 
definite history of injury by some form of wood, whether living or dead, 
and at times the lesion has developed within a few weeks after injury 
of this kind. Attention was thus focused early on the likelihood that 
the fungus existed on vegetation. ‘Thereafter the course of the disease 
is like that of tuberculosis verrucosa cutis, as indicated by the terms 
“dermatitis verrucosa” and “mossy foot,” employed at first by the South 
Americans. Dermatologists will recognize the similarity of the lesion 
also to American blastomycosis. 

Only occasionally does the lesion become ulcerative, but eventually 
it cicatrizes, at least in places, and elephantiasic enlargement of the leg is 
sometimes associated. Occasionally the latter may cause such swelling 
of the sole as to simulate Madura foot. The disgusting putrid odor 
common to verrucous suppurative lesions is correspondingly present. 
The underlying bones are not invaded, as proved by roentgenograms on 
several occasions. The general health is not impaired. 

Metastasis to solid tissues has never been recorded, with the possible 
exception of the Algerian case.*’ In the latter there was a gummoid 
mass in the quadriceps muscle, but the fungus colony isolated from it 
was white instead of black. Metastasis to the skin has been proved in but 
1 case, the first case reported by Carrion.?' The parasite was demon- 
stated in two other lesions, in addition to that on the left foot, of which 
one was an abscess 8 by 4 cm. on the left forearm and the other a lesion 
the size of a bean on the right thigh, opposite the affected leg. Two other 
lesions occurred close together on the chin and neck but were not proved 
microscopically. The “abscess” on the neck in the case reported by 
Pedroso and Gomes '* was probably an example of multiple local 
inoculation. 

Adenopathy occurs frequently. Since it is regional only, it has been 
usually ascribed to the pronounced secondary infection which commonly 
attends mycosis. Examinations for the fungus have not been made, with 
1 exception. Mertine’s * patient had tuberculosis of the lungs and of 
the lymph nodes. Biopsy of a cubital node (mycotic lesion on the hand ) 
revealed classic tuberculosis with caseation. Acid-fast bacilli were 
identified by specific staining tests. In one of the giant cells there were 
two of the brown fungus cells of chromoblastomycosis, but there was not 
any abscess formation roundabout, such as characterizes chromoblasto- 


20. Montpellier, J., and Catanei, A.: Human Mycosis Caused by a Fungus of 
the Genus Hormodendron: H. Algeriensis n. sp., Ann. de dermat. et syph. 8:626 
(Nov.) 1927. 

21. Carrién, A. L.: Chromoblastomycosis in Porto Rico, Puerto Rico J. Pub. 
Health & Trop. Med. 14:37 (Sept.) 1938. 

22. Meriine, J. A.: Chromomycosis of the Skin, with a Lesion of the Regional 
Lymph Nodes, Ann. de dermat. et syph. 9:122 (Feb.) 1938. 





74 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


mycosis. Meriine concluded that the mycosis was superimposed on the 
tuberculosis. In any event, it is in order to determine definitely by 
experiments whether the fungi, too, are concerned in the lymphadenop- 
athy in future cases of chromoblastomycosis.** 

The disease may last up to forty years. Pain is absent except in 
rare instances, and in these it is possible that a complicating secondary 
infection is at fault. Pruritus likewise is rare. When reported at all, it 
has been during the earlier weeks of invasion and in but a few of the 
cases in which the hands were concerned. Singularly, Carrién® stated 
that all of his Puerto Rican patients were furiously pruritic. 

Association with Leishmaniasis —At least 1 example of such associa- 
tion has been recorded. It is of more significance in an endemic focus 
of leishmaniasis, such as that in Brazil, because cutaneous leishmaniasis 
likewise may induce verrucous dermatitis, thus introducing complications 
in diagnosis. Carini,** of Sao Paulo, Brazil, stated that without micro- 
scopic examination the two diseases are distinguishable with difficulty. 
It is proper to speculate whether the fungous disease was implanted on an 
open lesion of leishmaniasis, in view of the apparent necessity for a break 
in the skin in order to afford the invasion of the fungus. The association 
has probably little significance in North America but should be watched 
for. Verruga peruana and Madura foot were also indicated by Carini 
as differential diagnostic possibilities. 

Serologic Reactions —Complement-fixing bodies appear to have been 
demonstrated (Conant and Martin *°) of sufficient specificity to be useful 
in diagnosis, if needed. Balina *® secured a strongly positive reaction, 
employing a mixed antigen of Phialophora and Acrotheca materials. 
However, with the parasite so readily identifiable in pus or tissue, this 
more unequivocal evidence is preferable. It would be almost a problem 
in research to test routinely the serums from syphilitic persons with 
nodular dermatoses which were apparently syphilitic, in the hope of 
occasionally identifying chromoblastomycosis. Agglutination and com- 
plement fixation tests gave negative results in the Algerian case.*° 


23. One of us (F. D. W.) has observed fungus cells analogously located in a 
rat inoculated with P. verrucosa. In the liver of the rat there was a sarcoma, such 
as is found rather frequently associated with Cysticercus fasciolaris. Within a 
particularly large sarcoma cell there was a pair of the brown fungus cells, and, 
as in the report of Montpellier and Catanei,2° there was not an inflammatory 
reaction roundabout. Obviously, fungus cells can attain the circulating blood in 
cases of chromoblastomycosis but are killed off save in exceptional circumstances. 

24. Carini, A.: Verrucous Dermatitis, Bull. Soc. path. exot. 17:227 (March 
12) 1924. 

25. Conant, N. F., and Martin, D. S.: The Morphologic and Serologic Rela- 
tionships of the Various Fungi Causing Dermatitis Verrucosa (Chromoblasto- 
mycosis), Am. J. Trop. Med. 17:553 (July) 1937. 

26. Balina, P. L.: A Case of Chromoblastomycosis Arising in Argentina, 
Rey. argent. de dermatosif. 16:369, 1932. 
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ATYPICAL CASES 


While in nearly all of the reported cases the condition has been con- 
fined to one of the lower extremities, exceptions have been discovered 
increasingly frequently in recent years (table 2). 


Buttock (Lane 13).—An Italian youth aged 19 evidently acquired the infection 
in Boston. The condition was of one year’s duration. There were two lesions 
on the buttock. One began as a pustule covered by crust but developed into a 
tumor-like swelling about 2.5 cm. in diameter during six months. The surface 
was delicately nodular and covered by scale. The second lesion developed six 
months later, about 8 cm. distant from the first. It was dusky red, was confined 
to the skin and measured about 2 cm. in diameter. A minute ulcer at its center 
yielded blood-streaked pyoid or caseous material on pressure. The diagnosis of 
tuberculosis verrucosa cutis was made clinically. Complete healing followed full 
excision. 

Hand (Takahashi 2*)—A farmer aged 77, living near Tokyo, Japan, had struck 
his hand with a piece of wood one year previously. The wound healed in ten 


TABLE 2.—Anatomic Distribution of Cases of Chromoblastomycosis 








Lower extremity Over 90 cases 
Buttock Boston (Lane 3%) 
Forearm North Carolina (Martin, Baker and Conant *) 
Puerto Rico (Carrion #1) 
Brazil (Lindenberg and Gomes ?") 
Back of hand Miami, Fla. (Sams 25) 
Uruguay (MacKinnon 1°) 
Japan (Takahashi 27) 
Atlanta, Ga. (Hailey and Hailey °°) 
Brazil (Gomes *°) 
Japan (Kano 17) 
St. Louis (Moore and Mapother 15) 


Brazil (Pedroso and Gomes 34) 








days. In another ten days an erythematous, pea-sized nodule developed, which 
ulcerated in one month. At the end of a year the back of the wrist was exten- 
sively covered by a verrucous and largely cicatrized lesion, the description of 
which is highly suggestive of American blastomycosis. The margins were described 
as irregular, elevated, livid blue, in part sloping and in part undermined. The 
author commented that the margin and base of the lesion were harder than in a 
tuberculous ulcer and at the same time less so than in a gummatous one. 

Hand (MacKinnon !°),—A 55 year old white man, a Uruguayan, was employed 
around sheep, horses and cattle. The condition began five years previously as a 
small, crusted papule on the back of the hand. On removal of the crust a super- 
ficially papillomatous surface appeared. It grew slowly, with long periods during 
which it was stationary. Empirically, iodides, caustics and roentgen rays were 
employed, without result. As observed by the dermatologist at this time, there 
were two rounded, crusted plaques, each 2 cm. in diameter, which were elevated 
3 mm. above the niveau. When the crust was removed, papillomatous vegetations 


27. Takahashi, Y.: Chromoblastomycosis, Caused by Hormodendron Japonicum, 
Jap. J. Dermat. & Urol. 41:53 (Feb.) 1937. 
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were revealed, from which a cheesy pus could be expressed. It was confined to 
the cutis. There was no pain, pruritus or enlargement of the regional lymph 
nodes. 

In short, the condition in this case was one of the mildest on record. The lesion 
was not characteristic of any specific infection and, from the point of view of 
diagnosis, had the same significance as that in our Philadelphia case. 

Hand (Sams 28).—A Negro cook aged 45 stated that a wart developed on the 
back of his hand thirty years ago while he was resident near Nassau, in the Bahama 
Islands. It enlarged during the summer and regressed during the winter. There 
was no history of trauma. When observed by Sams there was a lobulated ver- 
rucous lesion on the back of the hand, crossing the first and second knuckles. 
It measured about 6 by 3 cm. and about 1 cm. in height. There was not any 
suppuration, nor were there miliary abscesses at the periphery. It was not hemor- 
rhagic, ulcerated or cicatricial. The tissue felt gelatinous and at the time of biopsy 
was cheesy and nonfibrous. 

Iodides and roentgen rays caused rapid regression, estimated at 85 per cent 
within three months. A black fungus was cultured but has not yet been identified. 
Sections disclosed the typical picture of chromoblastomycosis, with its brown 
fungus cells. 

Hand (Hailey and Hailey 2°)—A white farmer aged 68 exhibited a boggy, 
bluish red lesion on the left wrist, of three months’ duration. It measured 4 cm. 
in diameter. Multiple sinuses discharged exudate. F. pedrosoi was isolated. 
A clinical cure was secured by two roentgen ray treatments (a dose of 150r 
followed two weeks later by one of 75r), together with the oral administration 
of potassium iodide. Clinically the condition was regarded as blastomycosis. The 
patient could not be followed for final therapeutic result because he was killed in 
an automobile accident. 

Hand (Gomes *°).—A white man aged 51 wounded the back of his hand with 
fresh green eucalyptus wood. The wound healed in one month. Eight days later 
vesicles appeared on the scar, followed by crusting. The entire lesion largely 
covered the back of the hand. It was sharply marginated and verrucous and pro- 
jected up to 0.5 cm. above the niveau. At this early stage the surface was not 
exuberant, as compared with that of some other mycoses. The features of the 
fully developed lesion were prevented from developing as the result of treatment ; 
“the entire surface of the lesion was removed.” Incidentally, Gomes found yellowish 
green fungus on the eucalyptus wood, from which he isolated a hormodendron of 
hitherto undescribed species. However, he did not describe it mycologically or 
name a new species. Neither did he state that it was the same species as that 
isolated from the patient’s lesion; there was probably no connection between the 
fungus from the wood and that from the lesion. His photograph illustrates a 
remarkably sharply outlined lesion with precipitous margins clearly unattended by 
surrounding erythema. Since these features were also commented on by Martin, 
Baker and Conant,’ they may prove to be useful for differential diagnosis from 
other forms of verrucous dermatitis. 

Hand and Forearm (Lindenberg and Gomes 19).—Only a meager abstract of 
this case was published. The left hand and forearm were involved after the 


28. Sams, W. M.: Personal communication to the authors. 

29. Hailey, H. E., and Hailey, W. H.: Personal communication to the authors. 

30. Gomes, J. M.: Chromoblastomycosis Caused by a Fungus of the Genus 
Hormodendron, Arch. Dermat. & Syph. 38:12 (July) 1938. 
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appearance of lesions primarily on the right leg which extended thence to the left 
leg. Incidentally, this case is probably a unique instance of involvement of more 
than one of the extremities. 

Arm (Carrion 31).—A white laborer aged 50, resident in Puerto Rico, had had 
the disease for twenty-eight years. It was not preceded by injury. It began on the 
anterior aspect of the left wrist as a small, itchy growth. Year by year it extended, 
eventually involving a large part of the hand, forearm, elbow and lower part of 
the arm. 

On examination the arm was moderately flexed, but this may have been due 
to the therapeutic cauterization practiced by a local physician several years pre- 
viously. The surface of the entire arm and hand, excepting the palm, was covered 
by a somewhat psoriasiform eruption, which was delimited in part by sharp, 
irregular and polycyclic margins. In places there were diffuse superficial scarring 
and irregularly distributed pigment. Papillomatous features were scanty and ulcera- 
tions minute. Carrién commented that the picture was unusual because neither 
nodular growths nor the large, prominent vegetative swellings usually observed 
in chromoblastomycosis were exhibited in this case. They resembled in some 
places lupus erythematosus and in others lupus vulgaris. Unlike other conditions, 
too, the spread of the infection took place by peripheral extension rather than by 
the frequent production of satellite lesions, the method that appears to be the rule 
in chromoblastomycosis. It must be recalled, however, that when Carrién observed 
his patient the disease was decidedly inactive, whether the result of the therapeutic 
cauterization or otherwise. Yet he was still able to secure fungus cells in scrap- 
ings and demonstrate fully that the parasite was living and well. In any event, 
it is clear that there may be stages in chromoblastomycosis in which such entities 
as lupus erythematosus and lupus vulgaris may be imitated. 

Forearm (Martin, Baker and Conant §)—A Negro farmer aged 47, a resident 
of North Carolina, had the disease on the hand and fingers four years previous 
to study. It began as itching vesicles and pustules, which developed into scaly 
nodules. Gradually the hand, wrist and lower two thirds of the forearm became 
verrucous. Underlying soft tissues became lymphedematous, necessitating the use 
of a sling. At the height of the disease the lesions were confined to the forearm, 
wrist and hand, which were enlarged to twice the normal size. A hard, dry, 
verrucous overgrowth, varying up to 1 cm. in thickness, covered the lower two 
thirds of the forearm, hands and fingers posteriorly. The palm was not involved, 
but the anterior aspect of the wrist and forearm and the posterior surface of the 
upper third of the forearm showed similar but more discrete lesions surrounded 
by areas of normal skin. It appears that when lesions were adjacent they tended 
to coalesce, but there was not any erythema around them or evidence of peripheral 
spreading. Evidently this case was analyzed most intelligently in respect to the 
mode of invasion of the skin and subsequent extension. Apparently, in view of 
the elephantiasis-like swelling and the verrucosity, the morbid anatomic changes 
conformed to those of the South American cases but were translated to the upper 
extremity. 


Face (Moore and Mapother 18)——A white man aged 67, of Creole-French 
descent, had always been a resident in Missouri. Ten years previously his right 
cheek was burned with the sulfur of a match. At that time he was hauling wood. 


31. Carrién, A. L.: Chromoblastomycosis: A New Clinical Type Caused by 
Hormodendron Compactum, Puerto Rico J. Pub. Health & Trop. Med. 11:663 
(June) 1936. 
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The wound healed slowly and was followed by a macule, which gradually spread. 
At examination there was on the right cheek “an irregular discrete elevated pinkish 
lesion. . . . The surface was covered with a thin dry adherent scale.” There 
was no ulceration, and apparently the lesion was not verrucous. It measured 4 by 
5 cm. and was elevated 0.5 cm. It was firm and pearly, and its border merged 
into the normal skin. There were no statements about previous treatment. Under 
treatment with iodides internally the lesion regressed remarkably. 

Face (Kano1*).—A 28 year old woman had always lived in Japan. Twenty 
years previously a reddish, somewhat prominent and slightly itching efflorescence 
developed on the left cheek. Additional ones developed nearby and produced by 
coalescence a lesion which eventually completely covered the entire cheek and 
extended far onto the neck, the chin, the temporal region and the ear. The sur- 
face was uneven and brownish to violet red. Similar lesions developed cn the 
right cheek and united with those on the other side. The surface was composed 
of firm, rather uniformly sized nodules which were closely and uniformly placed. 
Thereby flat plaques were formed. The overlying skin was delicate, and pustules 
occurred only occasionally. Singularly, pruritus was extreme. There was but one 
area of cicatrization, namely, in the region of the original lesion. Although not 
emphasized by Kano, the margins of the infiltrations were spectacularly sharp, 
highly elevated and almost precipitous, as shown in his illustration. Moreover, 
numerous satellite nodules appeared on the sound skin nearby, apparently unattended 
by erythema. 

Neck (Pedroso and Gomes ‘4 [case 2]).—In addition to typical lesions on the 
lower extremity, an “abscess” occurred on the side of the neck. It measured 
about 6 by 2 cm. Fungus cells and bacteria were demonstrable in the pus. 


Summary.—The foregoing series represents about 12 per cent of the 
cases which we have been able to study in the originals ; Pardo-Castello’s 
20 cases were omitted because they merit separate treatment by him. 
At this stage of knowledge 12 per cent is a notable proportion, because 
attention has thus far been focused largely on the lower extremities. 
It is of further significance that 9 of the 12 atypical cases have come to 
light during the last five or six years; in short, increasing familiarity 
with the disease has led to an unfolding of its ramifications. Further- 
more, 6 of the 7 cases reported in the United States have been “atypical.” 
This raises interesting problems as to the role of climate and racial 
factors in determining the features of a disease, as a result of which 
chromoblastomycosis might prove to be a suitable test object for studying 
the role of such factors. In any event, atypical cases are rapidly coming 
to light, especially in the United States. Indeed, they may increase to 
the point where the designation “atypical” may become improper.’ 

The range of atypicalness covers anatomic distribution and morbid 
anatomic features. As to the former, all parts of the body except the 
torso have been involved. In regard to the latter, a full range of changes 
consistent with specific infectious granulomas in general has been estab- 
lished. This extends from (1) mere infiltration with erythemato- 
squamous accompaniments through (2) discrete gummoid nodules to 
(3) exaggerated verrucosities. As in tuberculosis and syphilis, the 
lesions of chromoblastomycosis are protean. 
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AUTOINOCULATION 

Autoinoculation was practiced by Balina ** in Argentina, with nega- 

tive results. Takahashi ** was successful in reproducing the disease in 

both of his patients. When the culture was simply rubbed into the 

skin a pustule developed which spontaneously disappeared in fourteen 
days. On intradermal inoculation a progressive nodule resulted. 


RECONCILIATION OF FUNGUS SPECIES WITH TYPES 
OF THE DISEASE 

With at least two species of fungus playing an etiologic role, and 
possibly five or six, the question naturally arises whether the different 
species can be reconciled with particular types of the disease. The 
answer is “no.” The case of the disease due to P. verrucosa is illustrative. 
Thus, in the original Boston case there were two small patches on the 
buttock which were first diagnosed as tuberculosis verrucosa cutis; in 
the second case in the United States, in Texas, there was a most exten- 
sive verrucous condition on the leg. A second species, F. pedrosoi, 
induced a syphiloid plaque on the ankle of our Philadelphia patient, a 
blastomycosis-like lesion on the hand in a Puerto Rican and a score of 
examples of extensive verrucoid dermatitis of the legs in South America. 
Put in another way, similar types of disease on the legs were induced 
both by P. verrucosa and by F. pedrosoi. 


DIFFERENTIAL DIAGNOSIS 


Thus far, in none of the cases reported in North America has the 
diagnosis been made prior to the microscopic examination, and the 
same is probably true of most of the South American cases. Indeed, 
it is fair to assume that it will be many years before the diagnosis will 
be made otherwise, except perhaps in cases of the typical and extensive 
lesions on the leg. Whereas the fungus cells can be frequently identified 
in pus or scrapings, this is not always the case; accordingly, biopsies 
should always be performed, if at all possible. Full microscopic exami- 
nations are imperative, now that chromoblastomycosis is being increas- 
ingly identified elsewhere than on the leg and, moreover, can imitate 
tuberculosis verrucosa cutis, syphilis, yaws, blastomycosis, leishmaniasis, 
rhinosporidiosis ** and possibly other diseases. Carrion mentioned lupus 
erythematosus and lupus vulgaris, and de Souza Araujo ** studied 

32. Takahashi, Y.: Chromoblastomycosis Caused by Torula Poikilospora, n. sp., 
Jap. J. Dermat. & Urol. 41:31 (Jan.) 1937. Takahashi.?7 

33. Sutton, R. L., and Sutton, R. L., Jr.: Diseases of the Skin, ed. 10, St. Louis, 
C. V. Mosby Company, 1939, p. 1150. 

34. de Souza Araujo, H. C.: Leprotic Verrucous Dermatitis: Differentiation 
from Mycotic Form; Three Cases, Mem. Inst. Oswaldo Cruz 32:311, 1937. 
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patients with leprosy searchingly before finally concluding that the 
verrucous lesions were not due to chromoblastomycosis. In Balina’s *° 
case, in which the condition was confined to the foot and associated with 
elephantiasis, Kaposi’s sarcoma might be suggested, but only momen- 
tarily, because the lesions were so sharply outlined. Madura foot should 
be disposed of readily because the deep tissues are also affected. 


PARTJCULAR FEATURES OF THE DISEASE 


In spite of the handicaps which are the result of a small series of 
reported cases to work with and the inadequacy of most printed descrip- 
tions, it is worth while to analyze such data as are available, if for no 
other reason than to emphasize certain features of the disease that should 
be particularly inquired into by future observers. Thereby these partic- 
ular features can be more fully illuminated and thereafter evaluated for 
purposes of better differential diagnosis. We are taking the liberty, 
therefore, of reporting certain impressions which we have gained and 
which may have such value. At the same time we realize that we may 
be premature. 

In the first place, it would appear that when one is limited to clinical 
considerations, the diagnosis may be made only in the verrucous stage. 
If the disease has regressed for whatever reason, such as through thera- 
peutic measures, diagnosis will probably be impossible except with 
definite reservations, to say the least. At the onset the furunculoid stage 
may be mimicked by either tuberculous or blastomycetic inoculation, to 
say nothing of the pyogenic cocci and resultant dermatitis vegetans. 

As to the verrucous stage, then, it would appear that in many of the 
cases reported the features were the same as those for both tuberculosis 
verrucosa cutis and blastomycosis. However, we have the impression 
that there are two items which promise to have value in differential 
diagnosis. The first item is the character of the margin. Particularly, 
as shown in many of the illustrations but also specifically mentioned 
in some of the descriptions, the margins of the infiltration have been 
sharply and abruptly elevated, perhaps precipitously. To add to the 
contrast, the adjoining skin is not infiltrated or even erythematous. One 
might envisage that the infection was not progressing peripherally dif- 
fusely through the lymphatics to ary notable extent but was merely 
expanding in situ. Incidentally, the abrupt margin may not continue 
around the entire lesion, because at one place or other regression may 
have taken place, thus leading to flattening. The second feature is the 
development of satellite lesions. These, also surrounded by apparently 
sound skin, suggest that they have developed by autoinoculation, i. e., 
after convection of infectious material over the surface of the skin. 

There are but isolated hints in other directions. In 1 case it was 
specified that the verrucosities were soft and were not covered by firmer 
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keratinous material, such as is the case in tuberculosis verrucosa cutis. 
The histologic picture, in which hyperkeratosis is not a pronounced 
feature, supports this observation, and it may be established by later 
studies that this observation is another point which has value in differ- 
ential diagnosis, just as it has been cited for American blastomycosis 
as against lupus vulgaris. Again, it is specified in another report that 
in spite of extensive cicatrization, active nodules could still be found in 
the scars. Streaking of the pus with blood has been specified, but it 
remains to be determined whether such streaking is constant. Histologic 
sections give some support to the idea that a tendency to easily provoked 
hemorrhage may be of value clinically, since a high degree of vascularity 
is exhibited. 

We submit the foregoing data for what they may be worth in making 
the dermatologist conscious of chromoblastomycosis as a_ possibility 
in “granulomas of undetermined nature,” as well as in verrucous derma- 
toses in general. Once the suspicion of chromoblastomycosis arises, a 
biopsy will still be useful, even though the disease should prove not 
to be chromoblastomycosis ; in any event, cases of chromoblastomycosis 
are destined to be met with even greater frequency than is already the 
case. It is to be emphasized that chromoblastomycosis cannot be 
expected to equal the other infiltrative and verrucous dermatoses in 
incidence. Nonetheless, for purposes of accurate diagnosis and con- 


sequent treatment, the attempt should be made to exclude it. There is 
a practical angle, too, in that treatment with iodides appears to be 
promising, such as is not the case at least for tuberculosis verrucosa cutis. 


PROGNOSIS AND TREATMENT 


The disease is slowly progressive, perhaps with periods of quiescence, 
and lasts up to forty years. A fatality is yet to be recorded, except 
when tuberculosis or leishmaniasis was a complication and was reason- 
ably chargeable for the death. In such cases the lesions of chromo- 
blastomycosis were not found in internal organs at necropsy. At most 
the patient is incommoded by the weight of associated elephantiasis 
or by stiffening of the joints. 

Reports as to the value of treatment vary widely. When the disease 
is extensive, little improvement can be hoped for; when not extensive, 
it is worth while to destroy the lesions locally, as by electrocoagulation. 
The value of roentgen irradiation and the oral administration of iodides 
can scarcely be appraised fairly, because other forms of treatment have 
generally been employed in addition. However, in early stages of the 
disease they are probably of value, but not convincingly so. In all fair- 
ness to a patient, though, their use should not be omitted, at least in 
the present stage of knowledge. Certainly the first line of defense is 


destruction or excision. 
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SUMMARY AND CONCLUSIONS 


The fifth case of chromoblastomycosis for continental United States 
is reported. It was observed in Philadelphia, and the disease was due 
to F. pedrosoi. With the addition of 2 unreported cases, the total rises 
to 7. Including those from Puerto Rico, the score is 12 reported and 
4 unreported cases, a grand total of 16 cases. It is significant and 
impressive that all but 1 of these, namely 15, have come to light in the 
short period of seven years. 

The scope of chromoblastomycosis, both in geographic and in 
anatomic distribution, as well as in the morbid anatomic features of 
the lesion, is enlarging rapidly. It is no longer a disease solely of the 
leg; the face, neck, buttock, hands and forearms are also involved. 
As in tuberculosis, lesions may be simply infiltrative or they may be 
verrucous, ulcerative and cicatricial. Dermatologists should prepare 
themselves to diagnose chromoblastomycosis in the absence of verrucous 
features ; they were lacking in Moore and Mapother’s case, in St. Louis, 
and in our Philadelphia case when observed by the dermatologist. 

Thus far chromoblastomycosis has not been identified except with 
the aid of the microscope, except possibly in the endemic area in Brazil. 
Nonetheless, we have attempted at least to suggest points in differential 
diagnosis which may serve as a basis for future decisions. There is 
promise that features may be established which will arouse the suspicion 
of chromoblastomycosis on clinical grounds alone. 

At least two, and questionably six, species of fungi have been claimed 
to be causative. These species have in common the property that in 
human skin they appear as characteristic large, brown, sclerotic cells. 
They are so conspicuous and distinctive that microscopic examination 
easily results in an unqualified diagnosis, whether the cells are found in 
pus, scrapings or sections. A new feature appeared in our material 
in the form of an “incrusting’” mantle around the fungus cells which 
stained pink in sections. 

When cultures cannot be secured from pus or scrapings, bits of 
tissue should be resorted to. 

Colonies in vitro are not inhibited by a 5 per cent concentration 
(approximately) of solution of formaldehyde U. S. P.—at least under 
the conditions described in this paper. Apparently this parasite is a 
highly resistant one. : 

Studies of the literature prove that particular “species” of chromo- 
blastomycosis fungi do not induce any uniform and invariable type of 
lesion. 

There is some promise that the complete destruction of lesions or 
their excision may result in complete cure. Treatment with iodides by 
mouth is promising, too, but apparently cannot be relied on alone. 
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ABSTRACT OF DISCUSSION 


Dr. Ricwarp S. Wess, St. Louis: When the St. Louis patient first came 
into the clinic, the appearance of the condition was not at all characteristic. 
A number of diagnoses were suggested, but this diagnosis was not even thought of. 
The lesion on the patient’s face, I think, looked more like that of late syphilis 
than anything else, but it was not characteristic; there were no typical nodular or 
papular lesions around the borders or in the patch itself. On close examination 
the plaque was found to be covered with a rather thin scale, and if this scale was 
pulled off there was a little serous discharge. Brought from the depths of the 
lesion by squeezing, the brownish organisms were easily demonstrated by Moore 
in preparations of potassium hydroxide and were cultured and identified. 

But the curious feature of the case was that the condition apparently yielded 
readily to treatment with potassium iodide. The patient was given 30 grains 
(2 Gm.) of potassium iodide daily, and improvement was rather rapid. After the 
meeting of the American Academy of Dermatology and Syphilology in St. Louis, 
where the case was exhibited, the condition cleared up, and then the patient dis- 
appeared from observation. 

Drs. Weidman and Rosenthal have well brought out the point that this disease 
resembles several others, such as syphilis, blastomycosis and tuberculosis verrucosa. 
But its appearance is such that one does not make any of these clinical diagnoses. 
One should at least suspect chromomycosis. 

My case differed from the one described in this paper in that the condition 
yielded easily to treatment with potassium iodide. So, evidently, there are some 
strains of this organism that are not resistant to iodine medication. 

Dr. GeorGeE M. Lewis, New York: A case of chromoblastomycosis has not 
yet been recognized in New York, so my discussion is not based on clinical con- 
tact with the disease. Many investigators in this country are interested in chromo- 
blastomycosis. The micro-organisms reported as the causative agents in both the 
United States and South America have been studied and compared. I should like 
to ask Dr. Weidman if he thinks that the differences in the characteristics of the 
fungi reported as causative of this disease are sufficiently distinctive to delineate 
different species or whether they are all variants of one species. The question 
of synonymy is a difficult one in dermatologic mycology and has been an upsetting 
experience for many new investigators in this field. 

In fungous diseases the clinical expression of a given species of micro-organism 
tends to follow a fairly constant disease pattern, with characteristic symptoms and 
signs, and there are only occasional exceptions. For this reason it is often possible 
to correlate the clinical picture with the causative micro-organism. In chromo- 
blastomycosis the various clinical pictures which Dr. Weidman has mentioned 
differed to some extent, but it would seem that for the most part the clinical 
appearance is constant within certain limits. 

The lesions are mostly verrucous. The low grade inflammation, the well defined 
character of the lesions and their benignity all serve to point to this particular 
disease. If the causative micro-organisms and the: clinical features are different 
on the two sides of the equator there is no reason for considering the disease 
seen im Brazil as identical with that reported in this paper. 

Dr. Weidman has done well to bring the disease again to attention, and if 
it is kept in mind other cases may be recognized. 

Dr. Frep D. WermpMan, Philadelphia: As to whether all of these five or six 
different species of organisms which have been reported are one and the same, 
the amount of literature on the subject is large. The probability is that if one 
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could go back far enough one would find that all of them belong to the same 
species but that, as a result of differing environments over the years, they have 
taken on different characteristics. Morphologically there are different species of 
these chromoblastomycosis fungi, but I think that genetically they are the same. 

As to whether individual species produced definite clinical pictures, I should say 
that they did not. I disagree with Dr. Lewis on that. For example, in the first case, 
described by Dr. Lane in Boston, the condition was caused by P. verrucosa. 
Dr. Lane at first thought the disease was tuberculosis verrucosa cutis. On the 
other hand, the case that Dr. Wilson, Dr. Hulsey and I described from Fort 
Worth, Texas, was clinically entirely different. The condition was typical, with 
great, barnacle-like efflorescences on the lower extremity. The leg was ampu- 
tated on account of the great mass of tissue. The condition in that case also was 
due to P. verrucosa. Again, in the Philadelphia case, the condition was not ver- 
rucous and was due to F. pedrosoi, yet this species causes the disease in the great 
majority of cases of typical verrucous dermatitides of the leg in South America. 
In short, there does not appear to be any reconciliation between the species of 
fungus concerned and the clinical type of the disease. 

I agree with Dr. Lewis that there is something about the appearance of the 
lesions which distinguishes them from those of tuberculosis verrucosa cutis and 
syphilis, but only when the condition is typical. 

As to treatment, there is the widest diversity of opinion. Dr. Carrién says 
that he has observed no benefit from the employment of iodides or any modality. 
Only when the lesion is recognized early and can be excised does there appear 
to be any promise of a complete cure. 





HIGH FREQUENCY CURRENT IN THE TREAT- 
MENT OF HYPERTRICHOSIS 


FLORENTINE L. KARP, M.D 


NEW YORK 


During the last six decades the treatment of hypertrichosis has been 
performed preferably by the use of a needle electrode conducting nega- 
tive galvanic current. This is the method of negative electrolysis. 

The action of the galvanic current brings about cauterization of the 
hair follicle through the chemical process provoked by this current, in 
which hydrogen ions are liberated and appear on the surface while 
sodium hydroxide is formed in the follicle around the needle. This 
method of destruction of the hair follicle is slow and somewhat painful. 
The slowness of this process is a handicap, particularly when large 
areas have to be treated. 

The idea of using the high frequency current for the local treatment 
of hypertrichosis dates back more than fifteen years.‘ But the progress 
made in this direction was slow and hesitating, because most of the time 
dermatologists who wished to use this current had at their disposal 
equipment which could hardly be properly adjusted for this kind of 
treatment. The fact is that, in spite of all the advantages ascribed to 
the high frequency current by the protagonists of this new method, many 
dermatologists in this country and abroad quickly abandoned it in favor 
of electrolysis, their conviction being that electrolysis was still a more 
reliable and a safer means of treating hypertrichosis. As a result of 
my experience with both methods I thought that the frequent dissatis- 
faction with high frequency current was probably due to the defects in 
the construction of the apparatus used and to the difficulty of its adjust- 
ment. At present the situation in this respect is satisfactory. Special 
equipment has recently been perfected and properly adjusted to the 


From the Skin and Cancer Unit of the New York Post-Graduate Medical 
School and Hospital. 

1. Bordier, H.: Nouveau traitement de l’hypertrichose par la diathermie, 
Vie méd. 5:561, 1924. Saalfeld, E.: Zur Hypertrichosisbehandlung, Dermat. 
Wehnschr. 81:1565, 1925. Rostenberg, A.: Epilation with Diathermy: A Pre- 
liminary Report, M. J. & Rec. 124:751, 1925. Eitner, E.: Hypertrichosis. 
Behandlung mittels Elektrokoagulation, Wien. klin. Wchnschr. 40:460 (April 7) 
1927. Last, E.: Beitrag zur Technik der Behandlung der Hypertrichosis mit dem 
Elektrokauter, Med. Klin. 22:1220 (Aug. 6) 1926. Palvarini, A.: La diathermo- 
coagulation en dermatologie, Arch. d’électric. méd. 36:76 (Feb.) 1926. 
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particular need of this delicate work. So, given the new equipment 
now available, diathermocoagulation for hypertrichosis ought to be tried 
again by a larger number of dermatologists. A description of the unit 
which is used in the clinic and in my private practice is given in the 
following paragraphs. 
ELECTROCOAGULATION UNIT 

The current employed for this type of coagulation can be described 
as a highly damped oscillatory discharge with a frequency of between 
1,000,000 and 3,000,000 cycles per second. The machine which pro- 
vides it consists of a complete high frequency generator of the spark 
gap type, including the conventional transformer, condenser, resonator 
and output control, except that all of these parts are built in miniature 
and must be accurately designed and balanced. The essential control 
must include a micrometer adjustment for the spark gap and a calibrated 
dial for the output regulation. These two controls determine the quality 
of the current and the amount of energy delivered to the patient. If 
the spark gap is set too closely, a painful stinging sensation will be 
experienced by the patient; if it is set too wide, unpleasant faradic 
sensation will be observed. The output control likewise must be prop- 
erly adjusted according to the type of hair and the part of the body from 
which it is extracted. The switching on and off of the current is most 
conveniently accomplished by the use of a foot switch, as this leaves 
both hands free for the insertion of the needle and the removal of the 
hair. While the current requirements for successful coagulation range 
from 20 to 60 milliamperes, it is not generally necessary to observe the 
reading on a meter, as the limiting criteria rest with the patients’ sensa- 
tion and the exposure time required. Successful coagulation, as indi- 
cated by the removal of the hair without any resistance, should take place 
in from one third of a second to three seconds, and the control should be 
adjusted accordingly. This unit is not provided with timers to control 
the period of exposure, but with practice the operator becomes 
accustomed to timing of the exposure by observing the skin immediately 
surrounding the opening of the follicle.” 


TECHNIC 


I wish to mention briefly the preliminary measures to be taken and 
the rules to be followed for the best possible results. These are prac- 
tically the same as those observed for electrolysis. First, it is essential 
to make sure that both the operator and the patient are in the most 


2. While the unit described was specially designed for this work, many spark 
gap high frequency machines of modern manufacture and design can be mechanically 
and electrically compensated so that the same technics may be performed to a 


greater or lesser degree. 

















Fig. 1—High frequency apparatus for treating hypertrichosis. 
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Fig. 2.—Schematic diagram of dermatologist’s unit for epilation with high 
frequency current. 
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comfortable position. The patient should lie on a table, while the 
operator is seated either alongside with a convenient support for his 
forearm, or back of the patient using the end of the table as a ready 
support for his forearms and hands. As to the question of light to be 
used, the unanimous opinion is that strong artificial light is preferable, 
because it is steadier. The light should cover the area to be treated only. 
The eyes of the patient must be protected with a sanitary towel. The 
operation is preceded by a thorough cleansing of the hands with at least 
soap and water. The area to be treated must be thoroughly cleansed 
with soap and water, sponged with grain alcohol and dried with sterile 
gauze. Needles, tweezers and needle holders must be kept in alcohol for 
about ten minutes before operating. These instructions for preliminary 
care when followed as described protect the patient from infection. Still 
it has been noticed that sometimes there has been infection in patients 
who suffered from pustular acne at the time of treatment; no removal 
of hair should be done on an area even slightly infected. There is a 
controversy as to whether or not hairs should be removed, with either 
electrolysis or electrocoagulation, from areas that are easily infected and 
where infection is especially dangerous, such as the nostrils. 

With the previously described unit the bipolar technic*® is to be 
followed. One of the poles is connected with the patient by means of 
an indifferent electrode held in one hand, the other pole being connected 
to the needle holder by a fine, flexible insulated wire. The unit used 
must be properly adjusted. One should begin by using a very small 
intensity. Although it is hard to measure accurately such small inten- 
sities of the high frequency current, it can be admitted that the average 
safe intensity used varies between 30 and 50 milliamperes. The main 
switch must always remain in the “off” position. Current is turned on 
by means of the foot switch. The needle is inserted before the current 
is on, so that it can slide along the follicle about 3 to 4 mm., and then 
the foot switch is pressed to close the circuit. The following point should 
be emphasized, as it is of great importance for a successful operation: 
The foot switch is very lightly pressed and quickly released, so as to 
bring about a current action the duration of which is a fraction of a 
second only. This is to be repeated several times until the operator, 
by means of the forceps holding the hair, begins to feel that the hair 


3. Bordier, H.: Technique de 1l’épilation diathermique, Monde méd., Paris 
42:78 (Feb. 1) 1932. Saalfeld, U.: Ueberflussige Haare und ihre Beseitigung, 
Fortschr. d. Med. 50:260 (April) 1932. Acquaviva, A.: Hypertrichose, in Les 
dermatoses inesthétiques, Paris, A. Maloine, 1930, pp. 271-280. Ducourtioux, M.: 
Technique de l’épilation diathermique, Rev. d’actinol. 10:14 (Jan.-Feb.) 1934. 

4. A needle holder provided with an interrupter is used by some operators, 
but its manipulation may restrict the freedom of the operator’s hands. 
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is ready to slide out of its follicle. The withdrawal of the needle, as 
in the case of its insertion, must take place when the current is off. 

When one is dealing with a unit of new design it is necessary to 
ascertain the safest and best working intensity by starting with the 
lowest. Two short pressures on the foot switch should usually be suff- 
cient to assure destruction of the hair on the upper lip, and from five to 
six for the same result with hair on the chin. One must become familiar 
with one’s apparatus. Then all the regulating and the individual adjust- 
ments are done promptly. The foot switch must obviously possess 
great sensitiveness, so as to respond to the slightest pressure by the 
operator. The choice of the needle is of great importance. I usually 
employ a fine steel needle. The thinner the needle, the less is the 
intensity required to produce the amount of heat needed for effective 
coagulation.’ I have often made good use of a curved needle recom- 
mended by some dermatologists. There is an element of additional 
safety in the curved needle. It is curved approximately 4 mm. from 
the point at an angle of 45 degrees, thus forming a barrier which should 
not be passed. The greatest heat and the main coagulating power are 
concentrated at the point of the needle and aimed at the destruction of 
the papilla as well as of the adjacent epithelium. It is therefore essential 
not to permit the point to pierce beyond the papilla. By doing so one 
would leave untouched the feeding vessels and the nerves of the papilla, 
which need to be destroyed. The regrowth of the hair in such cases 
would be a certainty. Although inserting the needle too deep is assuredly 
a great fault of technic, it also appears to be dangerous not to insert it 
far enough, because in this case visible scars are possible, as the essential 
coagulation is centered too near the outer layers of the skin. Many 
dermatologists advise the use of needles insulated the entire length 
except at the point itself. Unfortunately, all insulated needles now in 
existence are still of too large a diameter to slide smoothly along the 
follicle of a fine hair, and also their coating is easily cracked. However, 
insulation of the needles is now of less importance, because the intensities 
of the current used are low, the duration of the action is short and the 
heat produced in the needle is greatest at the point. The coagulation 
is to take place mainly at the bottom of the follicle just above the papilla. 
The surface of the skin is in addition somewhat protected by its sebum. 
In connection with the choice of the needle, I wish to mention the efforts 
that have been made in the United States as well as abroad to provide 
a needle with a slightly thickened point, this thickening having an 
elongated ellipsoidal form. 

5. Bordier, H.: Diathermie et diathermothérapie, ed. 6, Paris, J. B. Bailliére 


et fils, 1931, pp. 229-233. Giraudeau, R.: Le probléme moderne de 1’épilation, 
Arch, dermat.-syph. Clin. St. Louis 4:223, 1932. 
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The treatment is finished by swabbing the area treated with grain 
alcohol and applying calamine lotion. It is advisable to recommend that 
the patient apply hot, wet compresses of boric acid solution twice daily 
for the first two days, for five to ten minutes each time, after which 
alcohol and calamine lotion should be used. When all these rules are 
observed, treated areas show only a slight redness for approximately 
an hour after the operation and a slight edema for less than fifteen 
minutes. 

SUMMARY 

One of the strong points of diathermocoagulation as a local treat- 
ment for hypertrichosis is that the destruction of the papilla is accom- 
plished almost instantly. This speed permits the removal of a far larger 
number of hairs during one sitting—an average of two hundred and 
fifty per hour, as against sixty per hour with electrolysis. The possibility 
of making speed is certainly of great value when a large area is involved,° 
but there are four other essential elements to be taken into account. 
They are: pain during treatment, irritation of the skin after treatment, 
scarring and possible regrowth of hair. 

A slightly painful sensation is inevitable, no matter which method is 
used. The intensity of the direct current used in electrolysis is extremely 
small, which is an advantage, but this advantage is offset by the long 
time required for the complete destruction of the follicle. On the other 
hand, each separate action of the high frequency current lasts only a 
fraction of a second; so there is a possibility that, although one uses 
a stronger intensity of current, the patient is made less uncomfortable 
with this method, because there is practically no time to realize the pain 
before it is over. 

The after-effects, such as irritation of the skin, are practically non- 
existent when treatment by diathermocoagulation has been performed 
in strict accordance with the indicated rules and when due care has been 
taken not to remove hair too closely adjacent at the same sitting. It 
is the opinion of the protagonists of this method that it offers an addi- 
tional safeguard by eliminating the danger of irritation, which, as in 
electrolysis, might be reasonably attributed to the effect of the associated 
chemical action. 

As to the matter of scarring, if the operation is carried out properly 
there should not be any noticeable scarring after treatment with high 


frequency current.’ 


6. Billiard, J. L.: Etude critique de 1’épilation thérapeutique, Thesis, Paris, 
no. 155, 1930. Jeanselme and Giraudeau: De Il’épilation thérapeutique, Rev. gén. de 
clin. et de thérap. 42:353 (June 2) 1928. Simon, C.: Epilation diathermique, Bull. 
méd., Paris 42:493 (May 5) 1928. 

7. Meyer, J., and Saidman, J.: Hypertrichose, in Précis de physiothérapie et 
petite chirurgie dermatologique, Paris, Gaston Doin, 1931, p. 137. Bohmer, L.: 
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The regrowth of hair, according to those who practiced the high 
frequency method, is negligible. Destruction by coagulation is perfect 
because it includes not only the papilla but also the surrounding epi- 
thelial cells, where germination of new papilla might otherwise begin 
after the hair has been removed. In cases in which regrowth does take 
place it must be due to some fault in the procedure. Sometimes, also, 
new hair seems to grow out of the shaft left by the destroyed follicle, 
but this might be new hair which existed already as fine down close 
to the destroyed one. 

After studying carefully the whole question of local treatment of 
hypertrichosis, I have come to think that diathermocoagulation—while 
it requires greater skill and experience on the part of the operator 
because of the extremely short duration of each separate action of the 
current—offers a worth while method which deserves to be applied on 
a larger scale and which may even become the method of choice. 


20 West Eighty-Fourth Street. 
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ROENTGEN RAY TREATMENT OF THE EYE 


EFFECT OF FRACTIONAL DOSES IN ONE HUNDRED CASES; 
PRELIMINARY REPORT 
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AND 
HERBERT S. ALDEN, M.D. 
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The dermatologist is in the peculiar position of treating not only the 
strictly cutaneous surfaces of the body but many of the mucocutaneous 
surfaces as well. His therapy, particularly his radiation therapy, is often 
required to bridge the gap between the strictly surgical procedures of 
certain specialties, such as that of the eye and the ear, and the purely 
medical procedures which are of doubtful potency. For some ophthalmo- 
logic conditions, such as blepharitis, chronic conjunctivitis and injuries 
and ulcers of the cornea, having a certain similarity to cutaneous injuries, 
one may reasonably assume that some of the therapeutic methods of the 
dermatologist may be of aid. It is in this spirit that we, in conjunction 
with ophthalmologists, undertook to treat certain diseases of the eye 
with roentgen rays. 

There seems to be an idea generally held by laymen and to a lesser 
extent by members of the medical profession that roentgen radiation in 
therapeutic dosage is dangerous to the eye.t This idea, we believe, is 
based on fallacious reasoning. The roentgen rays will produce destruc- 
tion and destructive changes in any tissue if the dose is large and of 
sufficient intensity, the eye being no exception. But, one must realize 
that any therapeutic procedure of the powerful potentialities of roentgen 
rays should always be a compromise between the good it may do and 
the damage it can produce.-: If one is discouraged in outlining a treatment 
procedure by the thought of the detrimental results that have occurred 
in the past, knowing full well of the good that such a procedure can 
perform, one will soon be using therapeutic guns in hopeless cases too 
late to be of curative value. There are times when a therapeutic “blitz- 
krieg” is a positive necessity to bring about a happy clinical ending. 


Read at the Sixty-Third Meeting of the American Dermatological Association, 
Inc., Colorado Springs, Colo., May 30, 1940. 

1. Desjardins, A. U.: Trends in Radiotherapy, Proc. Staff Meet., Mayo Clin. 
13:97 (Feb. 16) 1938. Richards, G. E.: Radiotherapy in Lesions About Eye, 
Am. J. Roentgenol. 36:588-600 (Nov.) 1936. 
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In the early days of radiation therapy, when dosage was uncontrolled 
by accurate measurements and ultimate dangers of overdosage were 
unknown, radiodermatitis was common and severe, and “x-ray cataracts” 
were frequently reported. In the early experiments on the effects of 
roentgen rays in animals, the whole body was exposed, and in certain 
instances the eye was affected along with other tissues. Such ocular 
reactions were seldom given sufficient attention to determine whether 
they were directly or secondarily due to the effects of the rays on the 
metabolism of the whole body. Were it not for the fact that some of 
these experiments together with the occurrence of “x-ray cataracts” in 
man gave rise to the legend that the ocular tissues were peculiarly 
sensitive to roentgen rays, they would now be of only historical interest. 
Desjardins * has collated these experiments, and repetition would be 
unnecessary. Even with the lack of essential technical details, an 
analysis of the clinical and experimental data for the first thirty years 
of the twentieth century leads to the following unescapable conclusions : 


1. The eye accustomed to the acceptance of light is as a whole less 
sensitive to roentgen rays than is the skin when large doses are indis- 
criminately applied. 

2. The cornea is less sensitive to roentgen rays than the eyelid or the 
conjunctiva, and the iris is less sensitive than the cornea. 

3. The adult crystalline lens is remarkably insensitive to roentgen 
rays, but while the cornea, conjunctiva and iris are only slightly sensitive 
in young or immature animals, the young or immature crystalline lens is 
far more sensitive. 


4. Exposures to roentgen rays sufficient to produce damage in the 
cornea or lens leave the retina unaffected. 

These conclusions have been borne out with our own experimental 
data on 4 rabbits. In each rabbit the right eye was not irradiated and 
was used as a control. Two rabbits, a male and a female, received 
1,000 r and 1,350 r of unfiltered roentgen rays (three and four times 
the erythema dose), respectively, to the left eye. Three weeks later in 
each instance erythema and partial epilation had occurred, and there was 
edema of the conjunctiva. For sixty days afterward no corneal or 
lenticular change was noted. Later pathologic section revealed no 
abnormality. Two rabbits were given unfiltered radiation to the left 
eye in doses normally given to the skin, i. e., 80 r at weekly intervals 
for eight successive weeks. The eyes at no time showed either clinical 
or microscopic changes. 


2. Desjardins, A. U.: Action of Roentgen Rays and Radium on Eye and Ear: 
Experimental Data and Clinical Radiotherapy, Am. J. Roentgenol. 26:639-697 
(Oct.) ; 787-819 (Nov.) 1931. 
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With these facts in mind we began the treatment of various inflamma- 
tory ophthalmic conditions, such as acute and chronic blepharitis, corneal 
ulcers of various types, chronic conjunctivitis, keratoconjunctivitis, 
superficial eczematous and tuberculous keratitis and trachoma. All told 
we have treated 111 patients since May 1933, and we believe that we 
have had a sufficient period of observation to warrant some definite clini- 
cal conclusions. In this group we have had 32 patients with blepharitis, 
41 with corneal ulcer (all types), 15 with keratitis, 11 with keratocon- 
junctivitis, 7 with conjunctivitis, 1 with pemphigus, 1 with corneal 
granuloma, 1 with epithelial cyst and 2 with trachoma. 


For all these patients our technic has been as follows: 


The roentgen source was obtained from mechanical rectification and a water- 
cooled Machlett tube. We employed 120 peak kilovolts, 6 milliamperes, with tube 
target at 8 inch (20 cm.) distance and with no filter (excepting the inherent 
filter in the tube). This produced 160 r per minute. The lids were held open 
by an assistant, the patient looking directly at the filament light of the tube and 
the whole area shielded well with lead foil. Most patients received 80 r (one- 
quarter erythema dose) at weekly intervals excepting a few with acute painful 
corneal ulcers, who received 120 r at the initial dose and 80 r five days later 
and subsequently at weekly intervals. In only 3 instances have we given more 
than twelve such doses, 2 patients with recurring blepharitis and 1 with a severe 
recurring ulcer of the cornea. The average number of treatments has been five 
at weekly intervals, the number used in corneal ulcer being much smaller, since 
relief was obtained more quickly in these cases. 


How the roentgen rays produce a salutary effect in inflammation is 
problematic. It is definitely established that it is not due to any “stimu- 
lating’ action on antibodies. It suffices to say that all superficial 
inflammation characterized by infiltration of leukocytes, especially 
lymphocytes, is more susceptible to irradiation in proportion to the 
degree of infiltration. It is well known that roentgen rays produce 
some cellular destruction even in the smallest doses. Such destruction 
is in direct proportion to the immaturity of the cells; thus, leukocytes 
and epithelial cells involved in the acute inflammation, such as may 
occur in corneal ulcers, should theoretically be changed by doses too 
small to influence the normal tissue of the eye. Actually ‘our clinical 
experience has shown this to be true. The average patient seemed to 
get the most improvement with the use of 80 to 100 r of unfiltered 
roentgen rays given at five to seven day intervals for five treatments. 

In the beginning, owing to some enthusiastic reports * and because 
blepharitis was essentially a seborrheic type of disease, we felt especially 
hopeful that roentgen therapy would be helpful. In this we have met 


3. MacKee, G. M.: X-Rays and Radium in the Treatment of Diseases of the 
Skin, ed. 3, Philadelphia, Lea & Febiger, 1938, pp. 27, 256 and 273. 
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disappointment. Of the 32 patients with blepharitis, only 6 can be said 
to be cured, while 12 received no benefit or had only slight improvement 
with recurrence. Fourteen patients were listed as improved, but we 
believe that accurate follow-up would show numerous recurrences in 
this group. While some of these patients received only one or two 
treatments and are not fair examples, on the whole we have felt that 
roentgen ray treatment for blepharitis, even when the attending sebor- 
rhea was treated, was of only temporary value and the results little 
better than those obtained by the ophthalmologist. 

Patients with keratitis and keratoconjunctivitis did better with 
roentgen ray treatment. Of the 15 patients with keratitis 4 could be 
listed as cured and 11 as improved; and of the 11 patients with kerato- 
conjunctivitis (eczematous keratitis) 3 can be listed as well and 8 as 
improved. The 1 patient with granuloma of the iris and the patient 


Roentgen Ray Treatment of Diseases of the Eye 











Number of 
Disease Patients Cured Improved Unchanged 


Corneal ulcer 28 11 
Keratitis 5 4 11 
Keratoconjunctivitis.................... 3 S 
Blepharitis 3% 6 14 
Conjunctivitis 2 3 
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Trachoma 
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with the epithelial cyst were improved, but surgical intervention was 
necessary in both instances. The patients with trachoma and with 
pemphigus were not influenced at all by roentgen ray treatment. Seven 
with chronic conjunctivitis showed little immediate benefit from the 
treatment, although 2 of the 7 can be considered as cured, 2 as unin- 
fluenced by treatment and 3 as improved. This is no therapeutic 
advance over ordinary ophthalmologic treatment. 

The occurrence of corneal infection resulting in corneal ulcer is 
chiefly from three sources: (1) trauma or foreign bodies, i. e., exogenous 
causes, (2) systemic or endogenous causes and (3) spread from adjacent 
ocular tissues. Trauma, then, with coincident introduction of bacteria, is 
typical of the exogenous class; phlyctenular and superficial keratitis 
typifies spread of disease from adjacent diseased ocular tissues, and the 
tubercle is representative of the endogenous group.* In a general way 


4. (a) Duke-Elder, W. S.: Textbook of Ophthalmology, St. Louis, C. V. 
Mosby Company, 1932, vol. 1; 1938, vol. 2. (b) Baird, M., and Clay, G. E.: The 
Treatment of Corneal Ulcers, South. M. J. 33:396-402 (April) 1940. 
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such a classification may be made of dermatologic conditions, such as 
infectious eczematoid dermatitis and dermatitis eczematosa, which are 
so amenable to roentgen ray treatment. 

In the treatment of corneal ulcers we have had our best and most 
spectacular results. Of the 41 patients with corneal ulcer (all types), 
28 could be listed as cured, 11 as improved and only 2 as unimproved. 
Three of the patients listed as improved received dramatic relief of 
pain without material influence on the course of the ulcer. This group 
of patients received an average of four and one-half treatments with 
roentgen rays, a few requiring only one dose of 80 r for relief of 
pain and rapid healing of the ulcer. The most dramatic results were 
obtained in ulcers of traumatic origin but in nearly all patients the most 
spectacular clinical result was relief of intense pain within six to twelve 
hours. Recurrences took place more frequently in the endogenous type 
of ulcer, and it was for these that more treatments were given. “Two 
patients with ulcers of this type received over fifteen treatments at vary- 
ing intervals for ten months, and 2 received over ten treatments. 

While all of the patients we have treated have not been subjected 
to thorough ophthalmologic examination with the slit lamp, there have 
been only 2 patients in whom posterior lenticular changes leading to a 
possible cataract have been noted. One of these received more roentgen 
ray treatment from a roentgenologist, against our advice. The other 
patient had less than an erythema dose (three treatments of 80 r each at 
five day intervals), and the lenticular changes were probably due, in the 
opinion of the ophthalmologists, to other causes. Sufficient time has not 
passed nor has opportunity occurred for complete examination of all the 
patients, but we have no reason to feel that any of our roentgen therapy 
has resulted in injury; on the contrary, it has resulted in exceptional 
relief of pain and disability, especially in infected corneal ulcers of 
traumatic origin. Baird and Clay,*” who cooperated with us in the treat- 
ment of these patients, stated: “X-ray has been the most valuable single 
item in the treatment of all bacterially infected corneal ulcers that we 
have employed. Since we began using X-ray treatment six years ago, 
we have not had one perforation of any type of corneal ulcer.” 

Lastly, we wish to emphasize that the use of roentgen therapy in 
diseases of the eye is of value only when used with the full cooperation 
of the ophthalmologist, and good results are obtained only by the simul- 
taneous good ophthalmologic care of the patient’s eye. 


CONCLUSIONS 
1. The dermatologist, owing to his peculiar ability to use roentgen 
rays in small superficial doses, can aid the ophthalmologist in the treat- 
ment of inflammatory diseases of the eye. 
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2. Roentgen rays used carefully and properly will not produce any 
damage to the eye. 

3. Roentgen rays used carefully and properly will relieve the intense 
pain and the inflammation of corneal ulcer in the majority of patients. 

4. The treatment of blepharitis is not materially aided by the use 


of roentgen rays. 


5. Roentgen rays are of paramount value in the treatment and 


cure of corneal ulcer. 


ABSTRACT OF DISCUSSION 


Dr. GrorcE M. MAcKeeg, New York: This paper is so conservative that it is 
difficult to discuss. Everything the authors have stated corresponds with my 
experience. 

So far as I know, the exact amount of radiation that can be given to the eye 
without ultimate injury is unknown. I agree that the eye is comparatively insensi- 
tive to roentgen rays. I am certain that the total dosage recommended can do 
no harm to the eye. 

The danger that I see in applying roentgen rays to the eye, even in this con- 
servative manner, without shielding the eyeball is that the technic will be mis- 
understood by others. Some physicians may be encouraged to give larger doses 
or a larger number of treatments. They may not see any bad effects immediately, 
because such effects may not occur for from one to ten years after discontinuance 
of long-continued fractional treatment. 

Another danger is the medicolegal aspect of this work; if any roentgen rays 
are applied to the eyes at all and cataract occurs afterward, the roentgen rays will 
almost certainly be blamed. Already there have been a number of suits won by 
plaintiffs on that basis. Even in some cases of neurodermatitis disseminata in 
which roentgen rays were applied to the eyelids and in which a cataract developed, 
the treatment was blamed, even though it is known that spontaneous cataract occurs 
not infrequently in this disease. 

Dr. M. F. ENGMAN Jr., St. Louis: Engman, Mook and Kimbrough bought 
a rather large quantity of radium in 1918. At that time, and subsequently, they 
treated many patients for epitheliomas and keratoses, some of which were on the 
eyelids or around the eyes. Apparently no damage was done to the eyes. My 
associates and I still have occasion to see some of these patients and observe 
the effects of radiation applied as far back as 1918 and 1919. There are still 
apparently no bad effects. Of course, in most instances the eye was protected 
with lead, but this does not completely eliminate irradiation of the eye. Engman 
and Mook have applied roentgen rays to the eyelids for many years, and so far 
no bad effects have been observed. 

In my office and clinics roentgen therapy has proved to be a valuable aid in 
the treatment of eczema of the eyelids and even of marginal blepharitis. 

Dr. Cornetius F. LEHMANN, San Antonio, Texas: A number of years ago 
I sent out a questionnaire to about 30 patients with epithelioma of the eyelids who 
had been treated with radium. This group was composed mostly of adults past 
middle age, many of whom were elderly. My purpose was to learn of possible 
injuries to the eyes. 

There were no answers that even suggested development of early cataracts. 
The lapse of time in treatment varied from three to five years. Beta rays with 
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the monel metal needles were used in most of the cases. The time was usually 
around an hour and one-half; in other cases the dose was with 10 mg. needles 
filtered with 0.1 mm. of platinum for three hours. Even with this dosage no late 
sequelae could be determined. Some of the patients were examined by an ophthal- 
mologist afterward. 

I still feel that one should be conservative in irradiating the eye because of 
the phobia among the laity and among many physicians. I believe Dr. MacKee’s 
suggestion of cooperation with the ophthalmologist should be followed. 

It has always been my practice in treating inflammatory conditions of the eye 
to have the counsel of an ophthalmologist, because of the self protection afforded 
thereby. I agree, from all cases I have followed after either radium or roentgen 
ray treatment, that there is no evidence of any damage to the eye. 

Dr. CLarK W. FINNERUuD, Chicago: My recent experience with ophthalmologists 
has been a little different from Dr. Engman’s. Two made the broad statement 
that roentgen rays cannot injure the eye. I have probably been too conservative, 
but I am glad there is less to worry about than had been supposed. 

A patient was recently referred to me for roentgen ray treatment of a corneal 
ulcer. I was asked to treat the lesion directly. I refused to do this; so the 
physician in charge referred the patient elsewhere. In another instance, in a 
hospitalized patient with purulent conjunctivitis and chronic neurodermatitis of 
the upper eyelids, dermatitis venenata developed from local treatment of the con- 
junctivitis. I learned that the patient while in the hospital had received a single 
treatment of 1 skin unit of roentgen rays to the eyelids and their vicinity. On the 
patient’s dismissal from the hospital, the ophthalmologist requested that he be 
given “plenty” of roentgen ray treatment. The ophthalmologist said that the treat- 
ment was given directly to the lids, 1 skin unit in one treatment five days 
previously, and that this dose could not injure the retina. In spite of the fact 
that the patient did not care to have the brass eye cup inserted, I insisted on it 
before consenting to give 75 r to the lids three weeks after the hospital treatment 
mentioned. 

It is a comfort to receive such information as was presented in this enlightening 
paper, but I think that I shall sleep better—if for no other reason than from a 
medicolegal standpoint—if I continue to use a brass eye cup before treating the lids. 


Dr. Erwin P. Zetster, Chicago: I should like to mention the comparative 
safety of grenz rays in the treatment of lesions of the eyelids. In the past seven 
years I have treated at least 150 patients with various lesions of the eyelids, 
including marginal blepharitis and various types of dermatitis and lichen simplex 
chronicus. I have never during this time seen any injury to the eye from the 
grenz rays. In many of the cases in which one might hesitate to use roengten 
rays, grenz rays can be used safely in fractional doses, and with excellent thera- 
peutic results. 





TREATMENT OF PSORIASIS WITH PHOTO- 
SENSITIZING AGENTS 


RESULTS WITH SULFANILAMIDE 


LOUIS TULIPAN, M.D. 
NEW YORK 


The sun’s rays appear to be valuable in the treatment of psoriasis, 
and in most cases the condition improves during the summer months. 
In many cases of extensive lesions with indurated plaques and in cases in 
which the condition becomes aggravated rather than improved in the 
summer, it is possible that the skin is not photosensitive. In this paper 
I wish to present a method whereby, according to some experiments, 
photosensitivity can be increased. 

Goeckerman, in 19251 and again in 1931,” reported success from the 
application of an ointment of coal tar followed twenty-four hours 
later by exposure to ultraviolet rays. Lane and Crawford,’ in their 
statistical study of 231 cases, reported improvement in over 60 per cent 
and exacerbation in about 14 per cent during the summer season. They 
secured the best results by treatment with external applications of sulfur, 
coal tar, chrysarobin, ammoniated mercury, sunlight or ultraviolet 
radiation. 

From these reports, the efficacy of tar, sunlight and ultraviolet rays 
in the treatment of psoriasis must be accepted. Since, however, in many 
cases the disease fails to respond to this therapy alone, I have tried using 
an additional photosensitizing agent. For this purpose I selected sulf- 
anilamide, which has been shown to act in this way. It is known that 
various porphyrins can sensitize the skin to active rays, and possibly 
it is through these that sulfanilamide acts. Rimington and Hemmings * 
have reported an increase to nearly ten times the normal maximum of 
ether-soluble porphyrin in the urine of 12 hospital patients undergoing 
sulfanilamide therapy and similar results in white rats, which showed 


From the Department of Dermatology and Syphilology, Bellevue Hospital, 
service of Dr. Edward R. Maloney. 
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a slight increase in photosensitivity after exposure to ultraviolet rays. 
These investigators identified the porphyrins excreted in the urine as 
coproporphyrin III, together with a trace of the photosensitizing copro- 
porphyrin I. 

I have but a few cases to report (11), since only patients with the 
most severe and intractable conditions were selected for the experiment, 
i. e., those with profuse and infiltrated fissured lesions or with concentric 
rings and large cone-shaped crusts or with large plaques practically 
covering the body, most of whom had resisted all known methods of 


treatment. 
TECHNIC 


Twenty-four hours before the patients were exposed to ultraviolet rays, 20 
grains (1.3 Gm.) of sulfanilamide was administered in 5 grain (0.32 Gm.) doses 
every four hours, and a mixture of 10 per cent coal tar, 20 per cent acetone and 
70 per cent benzene was applied to the cutaneous lesions. A second application 
of the solution was made immediately before irradiation. Then the patient was 
exposed for two minutes at a distance of 30 inches (75 cm.) from the lamp. As 
the skin began to tan, the time of exposure was gradually increased and the dis- 
tance was decreased. 

RESULTS 

In every case there was immediate improvement, which continued 
up to a certain point. In 2 cases some small scattered lesions remained, 
which had to be cleared up with anthralin (dihydroxyanthranol). In 1 
case the condition responded to roentgen ray therapy, by which it had 
formerly been unaffected. In 2 cases a bullous eruption developed on 
one or two areas from the coal tar and ultraviolet rays. 

One woman with arthropathic psoriasis improved rapidly after the 
first few treatments. After this the margins of the patches remained 
stationary. I then tried the injection of 0.1 cc. of a 1 per cent solution 
of sulfanilamide, as described by Epstein,® but without any perceptible 
result. Epstein injected intradermally 0.1 cc. of a 1 per cent solution 
of sulfanilamide in physiologic solution of sodium chloride and followed 
this with an erythema dose of ultraviolet rays twenty-four hours later. 
An erythematous reaction, 0.8 to 1 cm. in diameter, occurred within 
twenty-four hours and was followed later by a brownish pigmentation. 
He also reported 2 cases in which an urticarial reaction developed on the 
tenth day at the site of the primary reaction. Epstein considered this 
reaction a photoallergic phenomenon. It may have been because my 
patient showed no such reaction that the procedure was ineffectual in 
her case. 

To avoid unnecessary details, I shall mention only the cardinal points 
in the following reports of some bed patients from Bellevue Hospital 
and some ambulatory patients from my private practice. 


5. Epstein, S.: Photo-Allergy and Primary Photosensitivity to Sulfanilamide, 
J. Invest. Dermat. 2:43-51 (April) 1939. 








TULIPAN—PSORIASIS 


REPORT OF CASES 


Case 1—A 52 year old white man had had psoriasis since childhood, which 
improved with the application of salves, especially in the summer. He had not 
been entirely free from lesions for fifteen years, aud during the past year the 
eruption had been at its worst. On admission, he presented a generalized eruption 
of large infiltrated plaques covered with micaceous scales. There were numerous 
discrete pea-sized keratotic scaly plugs on the palms and fingers. Twenty grains 
of sulfanilamide was administered in 5 grain doses every four hours, and solution 
of coal tar was applied to the lesions. Twenty-four hours later the patient was 
treated with ultraviolet rays. This procedure was repeated three times a week 
Within five days the thick scales could easily be pulled off, the infiltrated base 
was thinned out, and a light brownish pigmented halo appeared around the plaques. 
Within two weeks the only parts of the lesions left were thin borders. 


CAsE 2.—A 48 year old white man, who had had psoriasis for fourteen years, 
presented a generalized eruption of infiltrated plaques, one of which covered almost 
the entire lower half of his back. On his legs from knees to ankles the eruption 
was profuse, scratched and crusted, with areas of oozing. Here the picture of 
severe eczema was present, such as is sometimes observed in cases of psoriasis 
of the legs. This, I believe, is due to poor dependent circulation. The patient 
had been attending dermatologic clinics, but the psoriasis had become more profuse 
only within the past two years, in spite of all known medication and physical 
therapy. His response to treatment by sulfanilamide, solution of coal tar and 
ultraviolet rays was similar to that in case 1, improvement being immediate. Apart 
from some superficial scaling on the legs, his skin was entirely clear, and he was 
prepared to don a bathing suit without embarrassment. 


CasE 3.—A white woman with arthropathic psoriasis responded readily to 
treatment with sulfanilamide and ultraviolet rays, plus the medications commonly 
used for psoriasis but without the local applications of coal tar. I could not, 
however, improve the remaining borders with this therapy. 


Case 4.—A 61 year old white man with long-standing psoriasis showed com- 
plete clearing of the skin in three weeks with sulfanilamide and ultraviolet ray 
therapy alone, no local application of coal tar being made. 


Case 5.—A 50 year old white woman with infiltrated plaques of seven years’ 
duration responded rapidly to sulfanilamide, coal tar and ultraviolet ray therapy. 


The 6 other patients similarly treated showed involution of the lesions 
within a few weeks. 
SUMMARY AND CONCLUSIONS 


I wish to emphasize the fact that the treatment described is not 
offered as a cure for psoriasis. It is merely a method that may be 
resorted to for clearing up an attack when all other measures have failed. 
Dermatologists know that there are certain occasions when a psoriatic 
patient insists on having his eruption removed, for example, when he 
wishes to wear a bathing suit, to enter a sports contest or to marry. At 
such times it is necessary to use radical measures. Since persons with 
psoriasis are usually in good physical health, I feel that with due pre- 
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cautions, such as frequent examinations of the blood, the use of this 
potentially dangerous drug is not contraindicated. 

Eleven patients have been treated with sulfanilamide. Some responded 
to this medication plus ultraviolet irradiation alone, while others showed 
more rapid improvement by the addition of local applications of solution 
of coal tar. To the time of writing, every patient has shown improve- 
ment within a week, and in almost every case the lesions completely 
disappeared within a few weeks. In some instances thin borders of 
previous plaques persisted and had to be treated with a substance such 
as chrysarobin, ammoniated mercury or anthralin. 

I feel convinced that this approach is of value for temporary relief, 
especially in cases of obstinate psoriasis. It should be used, however, 
only after all less drastic measures known have been tried without 
success. 


224 East Seventeenth Street. 





CUTANEOUS SENSITIZATION TO ARSPHENAMINE 


ATTEMPTS TO INDUCE AN ANAPHYLACTIC STATE WITH DIFFERENT 
ARSPHENAMINES; ITS PRODUCTION WITH A CONJUGATE 
ARSPHENAMINE ANTIGEN, AND THE INCIDENTAL 
RELATION BETWEEN ANAPHYLACTIC AND 
CUTANEOUS HYPERSENSITIVITY 


FRANK E. CORMIA, M.D. 


MONTREAL, CANADA 


In 1907 Wolff-Eisner? stated the belief that simple chemical com- 
pounds act as sensitizing agents by means of their conjugation with 
autochthonous body protein. Recent experimental work has refocused 
attention on the problem of hypersensitivity to simple chemicals, in its 
relation not only to the development of delayed cutaneous hypersen- 
sitivity of the cellular type but also to the induction of anaphylactic 
states. In the light of this work it seemed advisable to reexamine the 
data pertaining to sensitiveness to arsphenamine and to perform experi- 
ments to clarify further the fundamental concepts of the pathogenesis 
of cutaneous hypersensitivity to arsphenamine. 


The original experimental work on the production of cutaneous 
sensitivity to arsphenamine in the guinea pig was done by Frei.2 The 
various factors that contribute to the development of the sensitivity have 
recently been summarized.* The attempted linkage of the sensitivity 
(as it exists in animals) with the induction, by the use of special technics, 
of an anaphylactic state is, however, not new. Swift,* who reported his 


From the Section of Dermatology and Syphilology, Department of Medicine, 
McGill University Clinics, Royal Victoria Hospital. 

1. Wolff-Eisner, A.: Ueber die Urticaria vom Standpunkt der neuen 
Erfahrungen iiber Empfindlichkeit gegeniiber kérperfremden Eiweiss-substanzen, 
Dermat. Zentralbl. 10:164, 1907. 

2. Frei, W.: Ueber willkiirliche Sensibilisierung gegen chemisch definierte 
Substanzen: II. Untersuchungen mit Neosalvarsan am Tier, Klin. Wechnschr. 7: 
1026 (May 27) 1928. 

3. (a) Frei, W., and Sulzberger, M. B.: Further Studies in Arsphenamine 
Hypersensitiveness in Guinea Pigs: I. Cutaneous and Anaphylactic Responses to 
Old Arsphenamine and to Neoarsphenamine After Sensitization with Old Ars- 
phenamine, J. Invest. Dermat. 1:191 (June) 1938. (b) Cormia, F. E.: Experi- 
mental Arsphenamine Sensitization: Further Observations on Reactions to 
Arsphenamine in Guinea Pigs Given Staphylococcus Toxin, and in Guinea Pigs 
with Induced Streptococcal Infection, ibid. 1:199 (June) 1938. 

4. Swift, H. F.: Anaphylaxis to Salvarsan, J. A. M. A. 59:1236 (Oct. 5) 
1912. 
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results in an important paper written as early as 1912, was the first to 
produce anaphylaxis with arsphenamine antigens. His work was 
prompted by a report in 1910 by Bruck,® who demonstrated an anaphy- 
lactic state in guinea pigs passively sensitized with the serum of patients 
showing an idiosyncrasy to iodoform and antipyrine. Swift, working 
with guinea pigs, initially injected a mixture of neutralized arsphenamine 
and guinea pig serum either intravenously or intraperitoneally. A simi- 
lar mixture was then reinjected intravenously after intervals of twenty- 
two to forty-two days. Of 19 animals, 9 had anaphylactic symptoms, 
with 3 deaths from acute shock, while 3 had slight symptoms. Rigid 
control experiments were performed, and no “toxic” reactions occurred 
when arsphenamine alone was used or when the serum was used alone 
in the shocking injection. He concluded: 

In mixtures of chemical substances and blood-serum, combinations may occur 
which alter the nature of the protein in such a way that when injected into animals 
of the same species from which it was derived, it may react in the manner of a 
foreign protein. Whether such combinations occur in vivo on first administration 
of a drug and so induce the sensitization of the individual is a matter of con- 
siderable interest in the study of drug idiosyncrasies. 


This fundamental contribution was followed by the work of Land- 
steiner and Lampl,® who linked horse serum with diazotized compounds 
of aniline, sulfanilic acid or atoxyl. These compounds were injected 
into guinea pigs, and the immune serums reacted specifically by com- 
plement fixation with the individual chemical compounds. The linkage, 
however, caused a lack of protein specificity so that the conjugate 
protein acted as an antigen in the same animal. Precipitin reactions 
distinguished the immune serums in the instance of each different 
chemical compound. Later Landsteiner and van der Scheer,’ prompted 
by the apparent parallelism existing between anaphylaxis and the phe- 
nomenon of specific precipitation, showed that anaphylactic shock could 
be induced in animals sensitized to azoproteins by injecting into them 
azo dyes containing the same components as the sensitizing antigen. 
They concluded that their experiments demonstrated the presence of 
specific antibodies to the chemical component (haptine) of the whole 
antigen producing the sensitization in the experimental animal. 


5. Bruck, C.: Experimentelle Untersuchungen iiber das Wesen der Arznei- 
exantheme, Berl. klin. Wchnschr. 47:517, 1910. 

6. Landsteiner, K., and Lampl, H.: Untersuchung der Spezifizitat von Serum- 
reactionen durch Einfiihrung verschiedenartiger Gruppen in Ejiweiss, Zentralbl. f. 
Physiol. 30:329 (July 15) 1915. 

7. Landsteiner, K., and van der Scheer, J.: Anaphylactic Shock by Azodyes, 
J. Exper. Med. 57:633 (April) 1933. 
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This work was confirmed by Jadassohn and Schaaf,’ who sensitized 
guinea pigs with diazotized atoxyl linked with homologous and hetero- 
logous blood serums. Positive results of Schultz-Dale tests were 
obtained with the azoproteins, while negative results were obtained 
with atoxyl or serum alone or when the haptine was linked with a non- 
protein plus serum. They concluded that nonprotein substances may 
cause anaphylaxis but probably do so by linkage with body protein. 
The haptine, although reacting with antibodies, was not considered to 
be a true antigen but became so when linked with a protein. In a 
later paper Fierz, Jadassohn and Stoll,® using the Schultz-Dale technic, 
showed that uterine strips of guinea pigs sensitized to a complex 
antigen (atoxyl azoprotein) reacted not to the chemical compound alone 
but to the chemical compound conjugated with either homologous or 
heterologous protein, despite the fact that the sensitizing injections were 
made with atoxyl azoprotein alone. 

Subsequent follow-up work on Swift’s original study with anaphy- 
laxis from arsphenamine gave initially conflicting results. Frei,? in 
experiments on guinea pigs with neoarsphenamine, could produce sen- 
sitivity of the skin after a single intradermal injection but was unable 
to produce anaphylactic shock after intracardial injection. Lauf?° 
found, however, that after repeated intradermal injections of neoars- 
phenamine not only could cutaneous sensitization be produced but also 


nonfatal anaphylactic symptoms occurred in a high proportion after 
intracardial injection. Frei and Sulzbreger ** later noted that when 
guinea pigs were sensitized intradermally with unneutralized arsphen- 
amine (the German “Hoechst” brand) subsequent intracardial injections 
of arsphenamine plus homologous serum resulted in anaphylaxis in only 
a few instances. 


Landsteiner and Jacobs *' were the first to demonstrate conclusively 
that anaphylaxis could be regularly produced by intravenous injection 
of a neutralized solution of arsphenamine in guinea pigs previously sen- 
sitized with unneutralized arsphenamine. The reactions were more 
decided when the arsphenamine was mixed with guinea pig serum. 


8. Jadassohn, W., and Schaaf, F.: Untersuchungen iiber den Mechanismus der 
anaphylaktisch-urtikariellen Reaktion (Schultz-Dalesche Versuche mit Haptenen), 
Arch. f. Dermat. u. Syph. 170:33 (April) 1934. 

9. Fierz, H. E.; Jadassohn, W., and Stoll, W.: Anaphylactic Sensitization 
with Chemically Definite Compounds, J. Exper. Med. 65:339 (March) 1937. 

10. Lauf, R.: Untersuchungen iiber die Salvarsaniiberempfindlichkeit des 
Meerschweinchens, Ztschr. f. Immunitatsforsch. u. exper. Therap. 86:49 (Oct. 3) 
1935. 

11. Landsteiner, K., and Jacobs, J.: Studies on Sensitization of Animals with 
Simple Chemical Compounds: Anaphylaxis Induced by Arsphenamine, J. Exper. 
Med. 64:717 (Nov.) 1936. 
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Some of these animals died in typical anaphylactic shock. This work 
was later duplicated by Frei and Sulzberger.** 

In another interesting series of experiments, Landsteiner and Chase *” 
were able to show that simple chemical compounds having labile NO and 
Cl groups were capable of inducing both a delayed cellular epidermal 
sensitization and a true anaphylactic sensitization. They initially sen- 
sitized guinea pigs with picryl chloride and 2:4 dinitrochlorobenzene, 
using fifteen daily injections or six to eight weekly intradermal injec- 
tions. The cutaneous reactivity was tested by intradermal, and, in some 
instances, percutaneous application of the previously injected chemical 
substance, while the anaphylaxis was produced by using a conjugated 
protein, made by combining the chemical compound with horse or guinea 
pig serum and injecting it intravenously. It was also tested by passively 
sensitizing guinea pigs by the intraperitoneal route and testing intra- 
venously and finally by the use of the Schultz-Dale guinea pig uterus 
test. A noteworthy result was that the protein conjugate, when 
repeatedly injected intradermally, induced an anaphylactic state but did 
not sensitize the skin. Desensitization against the anaphylaxis was suc- 
cessfully accomplished by the conjugate, but the skin could not be 
desensitized. 

These experiments suggested to me the possibility that skin sen- 
sitization and anaphylaxis, as produced in the guinea pig, were possibly 
coincidental phenomena and of theoretic interest, as simple chemical 
compounds, after uniting with serum, were capable as partial antigens 
of producing anaphylaxis but were of no practical significance in epi- 
dermal sensitization. The separation of anaphylactic and cutaneous 
sensitization, as far as the arsphenamines were concerned, would seem 
to be of considerable importance and of confirmatory value in establish- 
ing or disproving any relation between the two types of sensitization, 
and this work comprises a portion of the present communication. 

A few other investigators have suggested that the arsphenamines or 
other simple chemical substances may act as partial or haptine antigens. 
Sulzberger and Goodman ** stated that skin-sensitizing antigens in the 
eczematous, contact type of dematitis might be of the nature of a com- 
bined antigen, and Haxthausen ™ stated the belief that the mixture of 


12. Landsteiner, K., and Chase, M. W.: Studies on Sensitization of Animals 
with Simple Chemical Compounds: Anaphylaxis Induced by Picryl Chloride and 
2:4 Nitrochlorobenzene, J. Exper. Med. 66:337 (Sept.) 1937. 

13. Sulzberger, M. B., and Goodman, J.: Allergy in Dermatology: Critical 
Review of Some Recent Contributions, J. Allergy 8:385 (May) 1937. 

14. Haxthausen, H.: Foreign Protein as Auxiliary Factor in Cutaneous Allergy 
Toward Mercurial Salts and Other Non-Antigenic Substances, in Deliberationes 
Congressus dermatologorum internationalis IX-I, Budapestini, Sept. 13-21, 1935, 
Leipzig, Johann Ambrosius Barth, 1935, vol. 1, p. 201. 
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mercury with foreign serum produced an eczematous hypersensitivity 
more easily than did mercury alone. Kallos and Kallés-Deffner,!® work- 
ing with arsphenamine, obtained positive results of Schultz-Dale tests 
when the haptine antigen was used in the uterine bath, but I obtained *° 
negative or inconclusive results with this method, using a conjugate of 
neoarsphenamine and guinea pig serum, in guinea pigs sensitized to 
arsphenamine alone. 

In previous experiments ** in which an attempt was made to con- 
firm the evidence of cutaneous sensitization, as shown by seven to 
fourteen day flare-ups of an initial intradermal injection of neoars- 
phenamine and twenty-four to twenty-eight hour reactions to a second 
injection twenty-eight days after the first, subsequent intravenous injec- 
tions of neoarsphenamine (unmixed with serum) did cause some of the 
previous injection sites to flare up but did not produce anaphylaxis in 
a single instance. 

To determine more exactly, if possible, the end point at which sen- 
sitization might occur, an initial attempt was made to sensitize guinea 
pigs to mapharsen.'** These animals were subsequently used for an 
acute anaphylactic experiment. Further experiments were then made 
with arsphenamine,’® the sensitizing injections being made with 
neutralized solutions, first arsphenamine alone being used and lastly 


arsphenamine combined with guinea pig serum. The shocking injections 
consisted of a linked arsphenamine—guinea pig serum antigen. 


EXPERIMENTS 


EXPERIMENT 1. Method.—Twenty-four guinea pigs, weighing from 300 to 
350 Gm. each, were placed for ten days on a winter diet of beets, carrots and oats, 
which was shown to be deficient in vitamin C. A group of 15 guinea pigs on 
winter diet for two months had vitamin C values of from 0 to 0.05 mg. per 
hundred cubic centimeters of blood plasma, while a similar group on a summer 
diet (fresh carrots and beets) had an average vitamin C content of 0.5 mg. per 
hundred cubic centimeters of blood plasma.?° 


15. Kallés, P., and Kallés-Deffner, L.: Experimentelle Untersuchungen iiber 
Salvarsanallergie, Klin. Wchnschr. 14:1074 (July 27) 1935. 

16. Cormia, F. E.: Experimental Arsphenamine Dermatitis: Observations on 
Its Allergic Nature, with Special Attention to the Schultz-Dale Phenomenon, 
Arch, Dermat. & Syph. 36:970 (Nov.) 1937. 

17. Cormia, F. E.: Experimental Arsphenamine Dermatitis, Canad. M. A. J. 
34:272 (March) 1936. 

18. The mapharsen was donated by Parke, Davis & Company, Montreal, Canada. 

19. The arsphenamine was donated by the Abbott Laboratories, Montreal, 
Canada. 

20. Cormia, F. E.: Unpublished data. 
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A low vitamin C diet has been thought favorable for the development of 
cutaneous sensitization,21 although the literature has been conflicting 22 as to its 
value as an aid to the induction of an anaphylatic state, with a general consensus 
that it does not materially influence anaphylactic sensitiveness in the guinea pig. 

Twelve pigs were given a single intradermal injection of mapharsen of 0.06 mg., 
and 6 pigs were given 0.015 mg. Twenty-eight days later the 18 pigs were given 
another intradermal injection, of the dose initially given. The 6 remaining pigs 
were given 0.06 mg. once weekly for four injections. This group was also retested 
twenty-eight days after the initial injection. 

Results—No seven to fourteen day flare-ups, indicative of developing sensitiza- 
tion, occurred. No true eczematous reactions occurred to the test injection, given 
after twenty-eight days, in any of the groups. Fifteen of the 24 pigs showed 
indeterminate reactions, consisting of slight swelling 1 to 1.8 cm. in diameter and 
a 1 to 2 mm. area of central redness occurring from six to twenty-four hours after 
the injection. Ten pigs were retested after eleven days, and the reactions were 
again indeterminate, 3 of the animals with slight previous reactions not reacting, 
while 2 of the animals not reacting to the first test injection had slight swelling 
with central redness, as previously described. 

Conclusion —Definite epidermal sensitivity to mapharsen was not produced. 


EXPERIMENT 2. Method.—Fourteen of the 15 guinea pigs giving indeterminate 
reactions in experiment 1 were chosen for an acute anaphylactic experiment. The test 
material was prepared in the following way: Sixty milligrams of mapharsen was dis- 
solved in 3 cc. of physiologic solution of sodium chloride. To each 0.1 cc. (2 mg. of 
mapharsen) 0.9 cc. of normal guinea pig serum was added. This mixture was 
incubated at 37 C. for thirty minutes. One cubic centimeter of the mapharsen- 
serum mixture was then injected intravenously into each animal, the small posterior 
thigh vein being used. Rectal temperatures were taken before and after the 
experiment. 

Conclusion—There was no evidence of anaphylaxis, either immediate or delayed. 


EXPERIMENT 3. Method.—Eleven guinea pigs, on a winter fodder diet, were 
given 0.15 mg. of neutralized arsphenamine (Abbott) intradermally. All animals 
showed delayed flare-ups to the initial injection, beginning on the sixth day and 
reaching their height on the twelfth day, as a hard, red, split pea—sized papule. 
Retesting after twenty-eight days gave reactions of existing sensitivity in all pigs, a 
4 plus reaction in 9, a 3 plus reaction in 1 and a 1 plus reaction in another, begin- 
ning at six hours and reaching a peak in twenty-four hours. Ten of this group of 
11 pigs were given an intravenous injection of an arsphenamine-serum mixture pre- 
pared in the following way: 10 mg. of arsphenamine neutralized in 0.1 cc. of saline 
solution and sodium hydroxide, q. s., with phenolphthalein as an indicator, was 
added to 0.8 cc. of normal guinea pig serum. The mixture was incubated at 
37 C. for thirty minutes. Each animal was given the entire amount of neutralized 
arsphenamine solution, diluted with serum to 1 cc., in the posterior vein of.’the 


thigh. 


21. (a) Sulzberger, M. B., and Oser, B. L.: Influence of Ascorbic Acid of Diet 


on Sensitization of Guinea Pigs to Neoarsphenamine, Proc. Soc. Exper. Biol. & 
Med. 32:716 (Feb.) 1935. (b) Cormia, F. E.: Experimental Arsphenamine 
Dermatitis: Influence of Vitamin C in the Production of Arsphenamine Sensitive- 
ness, Canad. M. A. J. 36:392 (April) 1937. 

22. Walzer, M.: Critical Review of Recent Literature on Dust and on Vitamin 
C in Relationship to Hypersensitiveness, J. Allergy 10:72 (Nov.) 1938. 
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Results and Conclusions—1. In 9 of the 10 animals large, erythematous flare-ups, 
1.5 to 5 cm. in diameter, occurred at the site of the second injection within eight 
hours. The first injection sites did not flare up. 


2. No anaphylactic reactions occurred. 


ExperRIMENT 4A. Method.—Eighteen guinea pigs which were on a vitamin 
C-deficient diet for two weeks were used. Each pig was given an intradermal 
injection of 0.1 cc. of an arsphenamine-serum mixture, prepared as follows: One- 
tenth gram of arsphenamine was dissolved in 1 cc. of physiologic solution of sodium 
chloride neutralized with 15 per cent sodium hydroxide and added to normal guinea 
pig serum sufficient to make 10 cc. After twenty-eight days a second (test) intra- 
dermal injection was given, with a freshly prepared serum-arsphenamine mixture, 
as in experiment 3. 


tvidence of Anaphylaxis in Experiment 4 B 








Number Temperature 
= = 





oO es a) 
Guinea Before Five Minutes 
Pigs Injection After Injection Evidence of Anaphylaxis 


1 96 92 Urination at 2 minutes, sneezing, severe dyspnea with 
use of accessory respiratory muscles; inability to 
stand erect at 2 minutes 


Few sneezes at 5 minutes 


Few sneezes at 5 minutes 
9 


Few sneezes at minutes 


None 


Urination, sneezing and severe dyspnea at 2 minutes; 
dyspnea continuing, with hair erect on head and 
thorax, and inability to stand erect at 5 minutes 

Sneezing, dyspnea and hair erect at 2 minutes; gait 
unsteady at 5 minutes; severe dyspnea and inability 
to stand erect at 7 minutes 


Hair erect and moderate dyspnea from 2 to 4 minutes 


Sneezing, excoriation of nares, hair erect and severe 
dyspnea with use of accessary respiratory muscles 
at 5 minutes 

Sneezing at 2 minutes; defecation, ereetion of neck hair 
and slight dyspnea at 5 minutes 








Results —1. There were no seven to fourteen day flare-ups at the initial injection 
sites. 

2. Within six hours after the second injection in 16 of the 18 guinea pigs color- 
less edema had developed at the site of injection, averaging 3 by 3 cm. in diameter 
and from 2 to 6 mm. in height. A faint redness was noted in only 3 instances. By 
twenty-four hours the swelling had undergone involution about 75 per cent, and 
some central crusting had developed. These crusts persisted for about ten days. 

3. A biopsy was made of tissue obtained from one of the edematous areas, 
and the observations were as follows: There was a moderate degree of edema 
throughout the section, with a sparse perivascular lymphocytic infiltrate. 

Conclusion—An urticarial type of sensitivity was produced, but the response 
indicative of true epidermal sensitization did not occur. 

B. Method—Ten of the 18 guinea pigs given injections of the arsphenamine- 
serum mixture, all of which had shown a 4 plus reaction to the intradermal test 
injection, were utilized for an acute intravenous experiment. Each guinea pig was 
given intravenously 1 cc. of an arsphenamine-serum mixture, freshly prepared as 
in experiment 3. 
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Results —1. There were no flare-ups at the sites of the previous intradermal 
injections. 

2. Evidence of anaphylaxis occurred in 9 of the 10 pigs; it was moderate in 
intensity in 6 and slight in 3. Details of these reactions are in the table. 


SUMMARY 


In former experiments guinea pigs sensitized to neoarsphenamine 
gave no evidence of anaphylaxis when an intravenous injection of neo- 
arsphenamine was given or when Schultz-Dale tests were made with 
neoarsphenamine or neoarsphenamine linked with homologous serum. 

Mapharsen, injected intradermally in different doses and by the 
single and multiple injection technic, produced neither a cutaneous sen- 
sitivity, as demonstrated by a further intradermal injection, nor an 
anaphylactic reaction, when linked with homologous protein and given 
intravenously. 

The skin of guinea pigs was readily sensitized by intradermal injec- 
tions of neutralized arsphenamine, but anaphylaxis could not be elicited 
by intravenously injected arsphenamine which had been linked with 
guinea pig serum in vitro. 

When attempts were made to sensitize the skin of guinea pigs with 
a conjugate of neutralized arsphenamine and guinea pig serum, atypical 
local reactions occurred to the test intradermal injection. These were 
characterized largely by edema, which came on within a few hours and 
rapidly disappeared. No true dermal (delayed cellular) sensitivity was 
produced. When the arsphenamine-serum mixture was given intra- 
venously to this group of animals mild to moderate anaphylactic shock 
occurred in a proportion of instances. 

In these experiments the cutaneous and the anaphylactoid reactivity 
could be sharply distinguished and separated from each other by the use 
of a simple sensitizing antigen on the one hand and a conjugate ars- 
phenamine antigen on the other. The uniform use of unneutralized 
solutions in the sensitizing injections renders inconclusive the state- 
ment in previous reports that anaphylaxis can be produced by simple 
chemical antigens. It is more reasonable to suppose—and this will be 
checked by further experimental data—that the irritating and necrotizing 
effect of acid solutions of arsphenamine liberates tissue and/or serum 
proteins. Some of the injected arsenic is probably available as such and 
acts as a skin-sensitizing antigen, while some unites with body protein 
locally to produce an anaphylactic sensitivity. The experiments suggest 
that this is the modus operandi of the combined sensitization. 

The present data disprove rather than confirm the contention of 
Haxthausen ** that sensitivity to simple chemical compounds may be 
more readily produced by the use of combined or conjugate antigens. 





FATAL APLASTIC ANEMIA FOLLOWING 
THE USE OF MAPHARSEN 
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Mapharsen has recently become a favorite drug in the treatment 
of syphilis and is replacing other arsenical compounds in many clinics. 
Among many papers on its properties and effectiveness, probably the 
most comprehensive are those of Gruhzit and Dixon’ and Cole and 
Palmer.? It is generally regarded as a safer drug than arsphenamine 
or neoarsphenamine. Stephenson and Wingo®* reported that 12,860 
doses of mapharsen were given in the United States Navy between 
Jan. 1, 1935 and Dec. 31, 1937, with only 1 serious reaction. This 
reaction was in a case in which neoarsphenamine had caused an exfoli- 
ative dermatitis. Ten years later a single dose of mapharsen caused 


a recurrence, from which the patient recovered after twenty-four days 
in the hospital. In contrast to this record of no deaths and only 1 
serious reaction following 12,860 doses of mapharsen is the report by 
the same author of a death or a serious reaction for each 3,620 doses 
of the other arsphenamine preparations. The latter figure is based on 
over 1,000,000 injections. 


From the Long Island College Division of the Kings County Hospital and 
from the Department of Medicine, Long Island College of Medicine. 

1. Gruhzit, O. M., and Dixon, R. S.: Mapharsen in Mass Treatment of 
Syphilis in a Clinic for Venereal Disease, Arch. Dermat. & Syph. 34:432 (Sept.) 
1936. 

2. Cole, H. N., and Palmer, R. B.: Mapharsen in the Treatment of Syphilis, 
Arch, Dermat. & Syph. 36:561 (Sept.) 1937. 

3. Stephenson, C. S., and Wingo, E. H.: Toxic Effects of Arsenical Com- 
pounds Employed in Treatment of Disease in United States Navy, 1935, U. S. Nav. 
M. Bull: 35:111, 1937; Toxic Effects of Arsenical Compounds as Administered in 
the United States Navy in 1936, with Special Reference to Arsenical Dermatitis, 
ibid. 35:517, 1937; Toxic Effects of Arsenical Compounds Employed in Treatment 
of Disease in the United States Navy, 1936, ibid. 36:131, 1938; Toxic Effects of 
Arsenical Compounds as Employed in Treatment of Diseases in United States 


Navy, 1937, ibid. 37:173, 1939. 
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Jordon,* in a careful study of 110 “persistent reactors” to other 
arsphenamines, found that 91, or 81 per cent, tolerated mapharsen 
without reaction. Falconer, Epstein and Wever * made a careful study 
of 2 patients who were subject to repeated attacks of thrombopenic 
purpura after the administration of neoarsphenamine which did not 
recur with mapharsen, and Goldberg * reported the successful use of 
mapharsen in a patient who had suffered from agranulocytosis after 
being given neoarsphenamine. 

No case of aplastic anemia or of death due to mapharsen appeared 
in the literature until November 1939. At that time Rein and Wise? 
reported the case of a woman aged 30 in whom symptoms of severe 
anemia developed immediately after her fifteenth injection of mapharsen 
and who died one month later with the typical picture of aplastic 


anemia. 
Because of the rarity and severity of this complication the following 


case is reported. 
REPORT OF CASE 


J. L., a 24 year old Italian-American housewife, was admitted to the Long Island 
College Division of Kings County Hospital on Nov. 11, 1939 for treatment of 
vaginal bleeding of two weeks’ duration. 

Seven and one-half months before admission the patient noted an eruption on 
her chest which spread to her neck and back, and two weeks later (March 30) she 
consulted her physician. The latter described the lesions as “small nonitching red 
papules which looked like early measles.” The Wassermann reaction of the blood 
at that time was reported as 4 plus by the New York city board of health. A second 
Wassermann reaction two weeks later was also 4 plus. The husband’s Wassermann 
reaction was negative on at least three occasions. The patient stated that she had 
never had a previous blood test or a primary syphilitic lesion. However, she had 
had a similar rash two years before the present illness, which had been diagnosed 
as ringworm. 

Antisyphilitic therapy was begun seven months before admission (April 15). 
The first course consisted of ten injections of 0.2 Gm. of thio-bismol and ten injec- 
tions of 0.04 Gm. of mapharsen. At that time the hemoglobin was 70 per cent 
(Tallqvist). She received one intramuscular and one intravenous injection every 
week except during the menses; she complained that the injections “upset her” at 
such times. After the termination of the first course (July 19), the Wassermann 
reaction was 3 plus. 


4. Jordon, J. W., and Traenkle, H. L.: Reactions to Mapharsen with Special 
Reference to Its Use in Patients Who React to the Arsphenamines, Arch. Dermat. 
& Syph. 36:1158 (Dec.) 1937. : 

5. Falconer, E. H.; Epstein, N. N., and Wever, G. K.: Purpura Hemorrhagica 
Following the Administration of Neoarsphenamine: The Reaction to Neoarsphen- 
amine Compared with the Reaction to Mapharsen, Arch. Int. Med. 58:495 (Sept.) 
1936. 

6. Goldberg, M.: Mapharsen as a Substitute for Neoarsphenamine in Agranu- 
locytic Angina Following Neoarsphenamine Therapy in a Pregnant Syphilitic 
Woman, Am. J. Syph., Gonor. & Ven. Dis. 23:79, 1939. 

7. Rein, C. R., and Wise, F.: Mapharsen in Treatment of Syphilis in Office 
Practice, J. A. M. A. 113:1946 (Nov. 25) 1939, 





KIRKHAM-PERLMUTTER—FATAL APLASTIC ANEMIA | 113 


A second course of treatment followed immediately after the Wassermann 
reaction was reported and consisted of nine doses of 0.2 Gm. of bismuth subsali- 
cylate in oil and eight doses of 0.06 Gm. of mapharsen. During August some 
mapharsen was infiltrated around the vein on one occasion. This course terminated 
one and one-half months before admission (September 5). Because of nausea, 
weakness and pain in the arms of one or two hours’ duration after the intravenous 
injections, the ninth dose of mapharsen in this course was omitted. The Wasser- 
mann reaction was still 3 plus at this time (September 26). 

One month before admission (October 9) the third course was started. The 
patient received nine injections of 0.2 Gm. of bismuth subsalicylate in oil and one 
dose of 0.03 Gm. of mapharsen before the onset of her terminal menses. The total 
dose of mapharsen administered in all the courses was 0.97 Gm. 

The menses did not cease as usual, and vaginal bleeding persisted for the two 
weeks prior to her admission to the hospital. The flow of blood, which was slight at 
the onset, on several occasions reached alarming proportions. She became weak and 
pale but did not faint. During the week before admission the gums bled easily 
and many “black and blue spots,’ which were unrelated to trauma, appeared in 
the skin. 

Two days prior to admission she complained of a sore throat and “bad” tonsils, 
and her local physician noted that she looked “washed out.” 

There was no history of fever or of bleeding from other orifices. 

The past history revealed a healthy childhood. The only illness which the 
patient recalled was “chronic appendicitis and inflamed ovaries” with leukorrhea 
two years before. No allergic history was elicited, nor had there been any exposure 
to benzene or to roentgen rays. There was no history of familial diseases, including 
blood dyscrasias. The menses had always been normal until the present illness. 

On admission the temperature was 101.6 F, the pulse rate 130, the respiratory 
rate 28 per minute and the blood pressure 124 systolic and 46 diastolic. 

Physical examination revealed a well developed, moderately obese, alert woman, 
lying recumbent, without dyspnea. She appeared acutely ill. The mucous mem- 
branes were pale. The skin was clammy, and there were numerous small and 
large ecchymotic spots on the extremities and on the trunk, There was no 
lymphadenopathy. 

The conjunctivas and scleras were pale and not icteric. The lips were pale 
and dry. The teeth were in good condition. The gums were soft and boggy 
and bled easily. The tonsils were hypertrophied, and the left tonsil contained 
a small irregular superficial punched-out ulcer. There were two oral petechiae. 

The neck revealed decided venous pulsation but only moderate engorgement. 
Examination of the lungs, heart, abdomen and nervous system showed no abnor- 
mality. Pelvic examination demonstrated several large blood clots in the vagina, 
but there was no evidence of pelvic inflammation or of pregnancy. 

The results of the laboratory investigation are given in the table. 

The temperature ranged between 101 and 105 F. during the eight days of 
observation in the hospital. On the second day, after the first transfusion, she 
appeared stronger and the vaginal bleeding stopped. The throat remained painful, 
and the necrotic ulceration became deeper. 

On the sixth day profuse vaginal bleeding reappeared. The pulse rose and the 
blood pressure fell to 78 systolic and 42 diastolic. The skin was warm and dry. 
On the next day a vaginal pack was inserted to stop the bleeding. That night 
she appeared apprehensive, and the respirations became rapid and shallow. A pro- 
ductive cough developed, and oxygen was administered through the nose. Vaginal 
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bleeding stopped, but two hours later she died rather suddenly, not, as far as could 
be ascertained, because of hemorrhage. 

An autopsy was performed, and the following observations were made: aplasia 
of the bone marrow, necrotizing pharyngitis, splenomegaly, hemorrhagic endome- 
trium, multiple hemorrhages in the viscera and retroperitoneal tissue, hemorrhage 
of the right ovary, subcutaneous emphysema and subpleural, subepicardial and 


Laboratory Studies 
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intravisceral gas (postmortem invasion of Bacillus welchii). Microscopically, the 
bone marrow of the sternum revealed much fatty tissue and few hemopoietic cells. 
A few gram-positive bacilli were seen in a section of the bone marrow. 


COMMENT 
Aplastic anemia due to the arsphenamines is a well known compli- 
cation of the use of this type of medication. McCarthy and Wilson ® 


8. McCarthy, F. P., and Wilson, R.: The Blood Dyscrasias hse. the 
Arsphenamines, J. A. M. A. 99:1557 (Nov. 5) 1932. 
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in 1932 collected from the literature 34 cases which they analyzed 
carefully. Since that time at least 7 additional cases have been reported.® 
A study of these 41 cases reveals that the number of doses given before 
symptoms appeared was five to twelve in 13 cases and fourteen to forty 
in the rest, except for 1 case in which fifty doses were given. There 
was a similar wide variation in the interval between the last dose and 
the onset of symptoms. The interval was one day or less in 10 cases, 
one to thirty days in 26 cases and over thirty days in 5 cases. 

Since aplastic anemia possibly occurs as a so-called idiopathic dis- 
ease, it is difficult to prove conclusively that the condition in any one 
case is due to a_ specific cause. However, in this case, because 
we can find no other cause except mapharsen for the anemia and because 
the dose and time interval corresponds to that most commonly found 
in the reported cases, we believe that mapharsen was the causative 
factor. 

The cause of the blood dyscrasias following administration of the 
arsphenamines is obscure. A review of the literature by Kadin,"* 
McCarthy and Wilson,* Stephens‘ and other authors reveals no 
acceptable case in which the condition was due to inorganic arsenic. 
It seems improbable that the benzene fraction is responsible, because 
the amount of benzene contained in the usual doses of arsphenamine 
preparations is far below that needed to damage the bone marrow, and 
sensitivity to this drug is unknown (Stephens'’). Many authors 1"! 
have concluded that the condition is probably a sensitization phe- 
nomenon to the arsphenamine compound, while Loveman® frankly 
stated that the problem is insoluble with the data at present available. 


SUMMARY 

A case of fatal aplastic anemia is reported. The only obvious 
etiologic factor was the administration of a total of 0.9 Gm. of maphar- 
sen, given in three courses, for the treatment of syphilis in the 
secondary stage. 
9. (a) Loveman, A. B.: Toxic Granulocytopenia, Purpura Hemorrhagica, and 
Aplastic Anemia Following the Arsphenamines, Ann. Int. Med. 5:1238, 1932. 
(b) Rajam, R. V., and Tampi, R. B.: Post-Arsphenamine Blood Dyscrasias. 
Indian M. Gaz. 73:337, 1938. (c) Graham, W. E., and Topping, N. H.: 
Hemopoietic Aplasia Following Arsphenamines, with Two Case Reports, California 
& West. Med. 48:353, 1938. (d) Kadin, M.: Aplastic Anemia Following the 
Use of Neoarsphenamine, Arch. Dermat. & Syph. 37:786 (May) 1938. 

10. Stephens, D. J.: Aplastic Anemia Occurring During Treatment of Syphilis 
with the Arsphenamines, Am. J. Syph. 15:333, 1931. 

11. Cole and Palmer.2) McCarthy and Wilson.* Kadin.94 Stephens.1° 





LICHEN STRIATUS 


FRANCIS EUGENE SENEAR, M.D. 
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MARCUS RAYNER CARO, M.D. 


CHICAGO 


The distribution of a dermatosis in linear streaks is sufficiently 
striking to arouse interest as to its identity and origin. The outstanding 
and most frequent example is naevus unius lateris, but cases of lichen 
planus and psoriasis with lesions occurring in zoniform arrangement 
are also well recognized. In instances in which the linear manifestation is 
but part of a more widespread picture, the characteristics of the general- 
ized eruption make the diagnosis obvious. In cases in which the eruption 
is entirely zoniform, the morphologic observations may be so character- 
istic as to make the diagnosis readily apparent clinically. We have 
observed, however, that in many instances when cases of linear derma- 
toses are presented before dermatologic societies there is disagreement 
as to the diagnosis. The discussion of these cases usually includes the 
consideration of nevus, lichen planus and psoriasis, but at times the 
evidence presented does not permit the inclusion of the condition in any 
of these categories. 

It is our belief that the conditions in some of these cases may be 


examples of a linear dermatosis which has received but scant attention 


in this country, although it has been discussed rather extensively in the 
European literature under various titles, among them lichen striatus,’ 
strichformige eruption,” lichenoid trophoneurosis,* systematized lichenifi- 

From the Department of Dermatology, University of Illinois College of 
Medicine. 

Read at the Sixty-Third Meeting of the American Dermatological Associa- 
tion, Inc., Colorado Springs, Colo., May 31, 1940. 

1. (a) Fantl, G.: Lichen Striatus: Beitrag zur Kenntnis der strichformigen 
Hauterkrankungen, Dermat. Wchnschr. 58:593, 1914. (b) Kreibich, C.: Lichen 
striatus der Bauchhaut, Arch. f. Dermat. u. Syph. 154:84, 1927. 

2. Pinkus, F.: Ueber eine besondere Form strichf6rmiger Hautausschlage, 
Dermat. Ztschr. 11:19, 1904. Bertamini, J.: Zur Kenntnis der strichformigen 
Erkrankungen, Arch. f. Dermat. u. Syph. 62:35, 1902. Ruiter, M.: Strichférmige 
lichenoide Hauterkrankung nach einem Trauma, Dermat. Wehnschr. 93:1512, 
1931. 

3. Balzer, F., and Mercier, R.: Trophonévrose lichenoide en bande linéare 
sur le trajet du nerf petit sciatique, Ann. de dermat. et syph. 9:258, 1898. 
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cation, linear neurodermitis,® lichenoid eruption,’ linear lichenoid 
linear 


9 


dermatosis,’ linear dermatosis,* dermatosis linearis pruriens, 
eczema,'® neurodermite zoniforme '' and linear nevus.'* The condition in 
some of the cases presented with these diagnosis is apparently identical 
with a clinical picture which has interested us ever since one of us 
(F. E. S.) presented a case '* for Dr. W. A. Pusey before the Chicago 
Dermatological Society. Experience with that case and with a similar 
one several years later and the investigation of 8 cases recently have led 
us to the conclusion that the condition is a distinct clinical picture with 
definite clinical and histologic characteristics. Because of a lack of 
familiarity with lichen striatus, examples of this dermatosis have 
undoubtedly been recorded with the diagnosis of naevus unius lateris, 
lichen planus or psoriasis. 

Among the cases shown before dermatologic societies, the following 


presenters may well have been demonstrating examples of lichen striatus: 


Maloney,'* Fox,'* Foster,’® Bechet,!* Lunsford '* and Shaffer." 

4. Sollner: Ein Fall von systematisierter Lichenifikation, Arch. f. Dermat. 
u. Syph. 73:147, 1905. 

5. Alexander, A.: Die lineare Neurodermitis, in Jadassohn, J.: Handbuch der 
Haut- und Geschlechtskrankheiten, Berlin, Julius Springer, 1927, vol. 6, pt. 1, 
p. 402. 

6. DuCastel: Eruption lichenoide, suite de traumatisme sur le trajet du nerf 
cubital, Ann. de dermat. et syph. 4:1188, 1893. 

7. Kirsch, O.: Zur Kenntnis einer Species strichformiger Hauterkrankung 
(Dermatosis linearis lichenoides), Arch. f. Dermat. u. Syph. 101:343, 1910. 

8. Balzer, J., and Alquier, L.: Les dermatoses linéares, Arch. gén. de méd. 
1:717, 1901. 

9. Zoon, J. J.: Zwei Falle von Dermatosis linearis pruriens, Acta dermat.- 
venereol. 9:490, 1929. 

10. Leipner, S.: Ein Beitrag zum linearen Ekzem, Dermat. Wehnschr. 102: 
729, 1936. 

11. Brocq, L.: Neurodermite zoniforme, in La pratique dermatologique, Paris, 
Masson & Cie, 1902, p. 154. 

12. Naevi lineares, in Unna, P. G.: The Histopathology of the Diseases of 
the Skin, translated by N. Walker, Edinburgh, W. F. Clay, 1896, p. 1146. 

13. Senear, F. E.: Case for Diagnosis, J. Cutan. Dis. 36:244, 1918. 

14. Maloney, E. R.: Lichen Planus Linearis, Arch. Dermat. & Syph. 25:971 
(May) 1932. 

15. Fox, H.: A Case for Diagnosis (Naevus Linearis or Psoriasis?), Arch. 
Dermat. & Syph. 26:533 (Sept.) 1932. 

16. Foster, P. D.: A Case for Diagnosis (Linear Lichen? Psoriasis?), Arch 
Dermat. & Syph. 36:1304 (Dec.) 1937. 

17. Bechet, P.: Linear Eruption Resembling Lichen Planus in a Syphilitic 
Patient with an Arsenical Dermatitis, Arch. Dermat. & Syph. 38:659 (Oct.) 
1938. 

18. Lunsford, C. J.: A Case for Diagnosis (Naevus Unilateralis? Verruca 
Plana Juvenilis?), Arch. Dermat. & Syph. 38:996 (Dec.) 1938. 

19. Shaffer, L.: A Case for Diagnosis (Linear Eruption), Arch. Dermat. & 
Syph. 40:305 (Aug.) 1939. 
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REPORT OF CASES 

Case 1—A man aged 39 was first seen on March 14, 1917, with an eruption 
which had appeared about two days before, beginning with a patch of small 
reddish papules on the forearm. Gradually this eruption spread upward and 
downward from this point. It was somewhat more erythematous when first seen. 
The patient had been using a 3 per cent ichthammol ointment. The eruption 
was striking because of its linear distribution. Consisting of small reddish papules 
or simply patches of dermatitis, it extended along the extensor surface of the 
arm and forearm and passed over the shoulder to the scapula. Here it split to 
form two broader branches, which passed across the scapula to the midline of 
the back at about the level of the sixth and seventh thoracic vertebrae. 

In discussing this case, Dr. Harris thought the condition belonged to the 
same group as that in cases presented previously by Dr. Quinn and himself. Most 
of the dermatologists thought it was lichen planus, but he stated the belief 
that it was linear dermatitis or a strichférmige eruption. 

The eruption disappeared in a few weeks. 


Case 2—L. S., a white girl aged 10 years, about one week before being 
examined noted an eruption which began in the right cubital region and then spread 








ig. 1 (case 2).—Lichen striatus of arm and shoulder of a 10 year old white 
girl. 
rapidly downward in a broad linear band to the flexor surface of the wrist. 
At the same time the band extended upward along the anterior surface of the 
arm to the level of the insertion of the deltoid muscle, where it divided into 
two diverging narrow lines, which passed upward to the top of the shoulder 
(fig. 1). The band was composed of many closely set small lichenoid papules, 
which in places coalesced to form erythematosquamous patches. The primary 
papules were faint red and presented none of the characteristics of the papules 
of lichen planus. The papules in the two streaks over the shoulder were excoriated 
and covered by a thin crust. There was a moderate degree of itching. No treatment 
was employed beyond the use of a bland ointment, and the eruption disappeared 
completely within six weeks after its onset. 


Case 3.—N. P. S., a white girl aged 6 years, was first seen on March 8, 
1939. About four months previously an eruption had developed which began 
at the midline of the sternum at the level of the nipple and extended in linear 
streaks laterally and slightly upward to the anterior axillary fold and then down- 
ward along the outer aspect of the arm to the cubital fossa. The primary lesions 
were pinpoint-sized to B B shot-sized slightly infiltrated papules, varying in color 
from that of normal skin to slightly reddish. These were somewhat grouped 
on the chest. The smallest lesions were slightly elevated and glistening and were 
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outlined by the normal markings of the skin. On the forearms the papules were 
larger but not angular and were covered by thin adherent dry scales. There was 
no itching. The lesions at this time seemed to be disappearing spontaneously. 
The patient did not report for further observation, but we were able to obtain a 
report that the eruption disappeared spontaneously in a short time. 

A biopsy specimen (fig. 2) was taken from lesions on the arm, and sections 
were stained with hematoxylin and eosin, Van Gieson stain, Weigert stain and 
sudan III, and Perles’ test was performed. The surface showed many superficial 
folds. There was a thin scale with small islands of parakeratosis. The epidermis 

















Fig. 2 (case 3).—Photomicrograph showing irregular acanthosis of the epider- 
mis and inflammatory changes in the papillae and subpapillary layer, consisting 


largely of edema and perivascular infiltration (hematoxylin and eosin, « 160). 


showed irregular acanthosis. The rete pegs were lengthened and broadened and in 
places fused laterally. The basal layer was intact. The granular layer was 
continuous but thin. There was slight intercellular edema throughout the epidermis, 
and in several places there was pronounced intracellular edema. A few wandering 
cells were scattered through the epidermis. The inflammatory changes in the 
corium were chiefly in the papillae and in the subpapillary layer and were accom- 
panied here by edema. The blood vessels were dilated and were surrounded by sharply 
circumscribed mantles of cellular infiltrate composed chiefly of lymphocytes, histio- 
cytes and a few plasma cells. In places the elongated papillae were completely filled 
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by this diffuse perivascular infiltrate, and the mantles of cells extended down along 
the vessels to the deeper part of the corium. The collagen and elastic fibers were 
unchanged except in the mantles of infiltrate, in which there were no elastic fibers. 
Neither iron pigment nor fat was present in the specimen. 


Case 4.—M. W., a Negress aged 3 years, had an eruption which developed 
about two weeks before being examined on the ulnar side of the right wrist and 








Fig. 3 (case 5) —A 35 year old white woman with lichen striatus. 


spread in an upward direction for about one week. The lesions were reddish at 
first and were not at all pruritic. There was a fading, slightly lichenified linear 
streak about 1 cm. wide on the ulnar side of the right forearm. In its upper part 
this streak divided at the elbow into two convex lines, which were 4 cm. apart at 
the point of widest separation and which united again at the anterior axillary 
fold, where the line ended. The streak also continued downward over the ulnar 
side of the wrist to end at the metacarpophalangeal joint. When the patient was 
seen again one week later the eruption had practically disappeared. 


Case 5.—M. V., a white woman aged 35, was under treatment for circum- 
scribed patches of neurodermatitis on the back of the neck and the occiput which 
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had been present for about seven years. After being away from observation for 
several months she returned with an eruption which had suddenly developed 
on each side of the neck as a vertical band of lichenification about 1 cm. wide 
and 10 cm. long, extending from the ear to the clavicle (fig. 3). These lesions 
disappeared within about a month, no treatment having been used. 


CasE 6.—A. B., a Negress aged 6 years, was first seen on March 13, 1939, 
at which time a linear eruption had been present for about five months. On the 
radial side of the left arm extending upward from the cubital fossa was a 
streak about 0.5 cm. wide and 4 cm. long, composed of several streaks of pinhead- 
sized, slightly elevated and coalesced papules. These were lighter in color than 
the brown skin and slightly elevated. On the extensor surface of the left forearm, 
extending upward from a little above the wrist nearly to the elbow was a curved 
streak 9 cm. long and 1 cm. wide at its greatest width but narrow at its lower 
end. This also was composed of many fused pinhead-sized papules, which were 
separated from each other by the normal skin markings. 


Fig. 4 (case 7).—Lichen striatus on arm of a 15 year old white boy. 


On the dorsal surface of the left thumb extending distally from the anatomic 
snuffbox was a similar streak which ended at the middle of the posterior nail fold. 
The corresponding part of the nail plate showed linear striations. From the 
proximal end of this streak there extended a similar grouping of lichenoid papules to 
the base of the index finger. There was no itching in any of the lesions. The 
eruption improved gradually and disappeared entirely within a few months. 


Case 7—J. Z., a white boy aged 15, was under treatment for a ringworm 
infection of the toes that had been present intermittently for about two years. He 
was seen on April 5, 1939, with a linear dermatosis on the left arm that had been 


present for a few weeks. There was a curved band on the outer surface of 
the left arm, extending from the shoulder to a point 4 cm. below the elbow and 
convex mesially (fig. 4). The band was 4 cm. wide at the upper and lower ends 
and narrowed down to 1 cm. in width in the center. It was composed of many 
individual small lichenoid papules which coalesced to form patches and in places 
was made up of a number of narrow linear streaks. There was no itching. About 
two weeks later the eruption had completely disappeared. 


A biopsy specimen (fig. 5) was taken from the lesions on the forearm. There 
was a thin scale with small areas of parakeratosis. The epidermis showed irregular 
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acanthosis, with lengthening of the rete pegs and in places widening and even 
lateral fusion of the pegs. Small granules of brown pigment were present in 
some of the cells. There was a moderate degree of intercellular edema throughout 
the epidermis, and in several places, overlying inflammatory changes in the 
papillae, there was considerable intracellular edema. In these places the granular 
layer had disappeared, the basal layer was disorganized, and the epidermis 
was invaded by wandering cells. These papillae were edematous and were filled 
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Fig. 5 (case 7).—Photomicrograph showing irregular acanthosis and edema 
of the epidermis and in places invasion by wandering cells; the papillae are 
edematous and contain a dense cellular infiltrate, and there are mantles of infiltrate 
about the blood vessels (hematoxylin and eosin, « 160). 








with a diffuse infiltrate of lymphocytes, histiocytes, connective tissue cells and 
plasma cells. Densely packed mantles of this cellular infiltrate surrounded the 
blood vessels in the subpapillary part of the corium and extended down about the 
hair follicle. The collagen fibers were unchanged, while the elastic fibers were 
absent in the infiltrated areas and fragmented elsewhere. Neither iron pigment 


nor fat was present. 
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CasE 8.—M. J., a Negress aged 10 years, was under treatment for lichen 
urticatus which had been present for about five years. After an absence of two 
months from the clinic, she returned on Noy. 11, 1939, with a dermatosis which 
had not been present on her previous visit. There was a narrow linear streak 


of lichenification running from the inner margin of the right scapula over the 
shoulder and downward along the anterior surface of the deltoid muscle nearly 
to its insertion. The skin was clear for about 2 cm., and then a wider band 
began. This coursed down across the outer part of the right cubital fossa to the 
lower limit of the upper third of the forearm. Another streak began just lateral to 
the end of this one and passed down the extensor surface of the forearm and 
over the wrist to end at the base of the right thumb. We were unable to follow 
this patient further and so cannot state the duration of the disease. 


Case 9.—M. A., a white girl aged 10 years, was first seen on Feb. 21, 1940. 
About one month previously a patch of dermatitis had developed over the left 
clavicle. A similar patch soon appeared on the flexor surface of the left wrist 
and then another over the biceps muscle. At the first examination the eruption 
consisted of a band which began just lateral to the left sternoclavicular joint 








Fig. 6 (case 9).—Lichen striatus in arm region of a 10 vear old girl. 


and extended laterally to the front of the left shoulder and then downward over 
the front of the arm to a point just above the left cubital fossa (fig. 6). This 
band was composed in part of many narrow streaks of lichenification and in part 
of pinhead-sized lichencid papules showing a tendency to coalesce. In its upper 
part the band was 5 cm. in width, and in its downward course it narrowed to 3 
cm. over the biceps muscle and to 1 cm. at its lower end. Extending upward from 
the left wrist on the flexor surface was a separate band of narrow streaks of 
lichenification and lichenoid papules which was 2 cm. wide and 8 cm. long. Itching 
at this time was severe. 

In spite of the application of cold wet dressings of solution of aluminum acetate 
N. F. (Burow’s solution) the eruption extended until one month later the two 
bands became continuous across the left cubital fossa. By April 24, however, the 
eruption had faded considerably and the itching had disappeared. Two weeks later 
the skin was again practically normal. 

Case 10.—M. B., a white woman aged 57, was first seen on Feb. 29, 1940. 


About two months previously an asymptomatic eruption had developed on the 
right arm and forearm. On the front of the right shoulder there were two narrow 
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vertical streaks of lichenification 2.5 cm. long and 1 cm. apart. Just above the 
center of the right cubital fossa began another single narrow streak, which passed 
diagonally across the fossa to its outer side and from there coursed downward in 
a curve to join an elongated band on the flexor surface of the forearm and 
wrist. This band, which was 8 cm. long and 4 cm. across at its greatest width, was 
composed of many narrow streaks, in which could be discerned numerous pinhead- 
sized lichenoid papules. Below this band a winding narrow streak, 0.5 cm. wide 
and 4 cm. long, extended to the right thenar eminence. When seen again, two 
months later, the eruption had undergone considerable involution and was almost 
imperceptible. 
CLINICAL FEATURES 

Lesions of linear configuration may be seen in various dermatoses. 
The vast majority of cases presented are examples of naevus unius 
lateris, lichen planus or psoriasis. In many instances, however, the 
clinical picture is less clearly defined, presenting the picture of a simple 
dermatitis, usually in the form of a lichenoid eruption. We believe that 
some of these conditions have characteristics which are sufficiently 
definite and constant to entitle them to consideration as a distinct clinical 
group, for which the name lichen striatus seems appropriate. 

The course of lichen striatus furnishes its most striking feature. In 
our cases the onset has invariably been sudden; extension of the eruption 
to form linear bands has been rapid, and the eruption has disappeared 
in a few weeks to several months, either spontaneously or after the 
application of bland medicaments. 

Of the 10 cases observed by us, in 7 the disease occurred in children 
ranging in age from 3 to 15 years. In all but 1 case the eruption 
involved the upper extremity and was unilateral. In case 5 the disease 
affected both sides of the neck. 

In all cases the eruption was composed of lichenoid papules which 
were primarily small and discrete. In some of the cases the papules 
were flattened, glistening and somewhat angular, but the angularity was 
produced by the normal markings of the skin. The lesions did not 
show umbilication or Wickham’s striae and in no respect resembled the 
papules of lichen planus. Through coalescence of the papules, patches 
of erythematosquamous dermatitis were produced. In some instances 
the linear bands were more or less uniform throughout, while in others 


the band was made up of a number of narrow parallel streaks with slight 


or no involvement of the intervening skin. 

In some cases the bands were continuous throughout their length, 
while in several they were broken up into segments separated from each 
other by areas of normal skin. The bands varied in length, the longest 
extending from the sternoclavicular joint to the hand and the shortest 
being about 10 cm. in length. The lesions also varied greatly in width, 
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some being relatively uniform throughout their extent while others 
presented irregular variations in width. 

In no case was there any history of preceding injury, local pressure 
or contact with external irritants. 

The lesions of all patients that we were able to examine subsequently 
underwent involution without leaving any atrophy. 

The eruptions were relatively asymptomatic; there was but 1 case 
in which the patient complained of itching, and even in this instance 
the symptom was noted only at the onset. This freedom from itching 
was all the more striking since the clinical type of dermatitis was such 
that symptoms were to be expected. 

A study of cases previously presented shows that these linear erup- 
tions must always be differentiated from naevus unius lateris, lichen 
planus and psoriasis. When the lesion is present at birth, the diagnosis 
of nevus is usually obvious. It must be kept in mind, however, that 
occasionally such nevi may appear later in life. In addition it is proba- 
ble, as Werner and Jadassohn *° suggested, that a certain degree of latent 
inflammatory reactivity is always present in linear nevi. Furthermore, 
while linear nevi are usually papillomatous in structure, at times they 
may present only a lichenoid appearance. We feel, however, that the 
short duration and the spontaneous involution of the lesions in lichen 
striatus serve to differentiate it from all nevi. 

The differentiation of lichen striatus from lichen planus is difficult 
when the latter disease presents only zoniform bands, but the diagnosis 
can usually be made on the morphologic characteristics alone. The same 
may be said of psoriasis. Furthermore, both lichen planus and psoriasis 
of the linear type have a predilection for the lower extremity. Both of 
these diseases are much more chronic than lichen striatus, and their 
linear manifestations are recognized as being particularly rebellious to 
treatment. If differentiation on clinical grounds does not seem possible 
in a given case, it should be remembered that in lichen planus and in 


psoriasis there is a characteristic histologic picture. In the 2 cases of 
lichen striatus which we have studied histologically the histologic picture 
did not resemble that of either lichen planus or psoriasis but was that 


usually seen in cases of chronic lichenified dermatitis. 


PATHOGENESIS OF LINEAR ERUPTIONS 
The disposition of lesions in linear streaks in various diseases led 
early observers to believe that such configurations could not be due to 
pure chance. The probability that such distribution is due to some 
determining factor was felt to be all the more likely because of the usual 


20. Werner, A., and Jadassohn, J.: Zur Kenntnis der 


Arch. f. Dermat. u. Syph. 33:341, 1895. 


‘ 


‘systematisirten Naevi,” 
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unilaterality of the eruption and its tendency to affect certain sites of 
predilection. Many theories have been advanced to explain the patho- 
genesis of linear distributions, and the consideration of these various 
theories has been the subject of a number of critical and comprehensive 
studies. Among these are the papers of Balzer and Alquier,* Blaschko,” 
Hallopeau,?* Fantl,’* Lewith ** and Werner and Jadassohn *° and the 
theses of Grelaut,** Luneau,”’ Lelong,?*° Etienne ** and Bader.** While 
these theories have been developed chiefly in an attempt to explain the 
distribution of linear nevi, most writers feel that they are equally applica- 
ble to other linear diseases. As there is no agreement with regard to the 
validity of the various theories, it may be well to review them. 

Among the earliest theories advanced was that of Manchot,?° who 
stated the opinion that there existed a relation between the lesions and 
the course of the cutaneous blood vessels. Heller *® similarly saw a 
connection with the direction of the lymphatic vessels. For many years 
all authors have dismissed both theories as untenable. 

Montgomery,*' in enumerating the theories advanced to explain the 

cause of the streaks in naevus linearis, mentioned that the lines of 
cleavage of the skin described by Langer ** have been suggested as a 
determining factor. This view, however, has never received much 
support. 
21. Blaschko, A.: Die Nervenverteilung in der Haut in ihrer Beziehung zu den 
Erkrankungen der Haut, in Beilage zu den Verhandlungen des 7 Kongress der 
deutschen dermatologischen Gesellschaft in Breslau, 1901, Vienna, W. Braumiiller, 
1902. 

22. Hallopeau, H.: Les naevi, Progrés méd. 13:17, 1891. 

23. Lewith, R.: Zur Pathogenese des Lichen striatus, Arch. f. Dermat. u. Syph. 
154:239, 1927. 

24. Grelaut, L.: Contribution a l'étude des dermatoses linéares, Thesis, Paris, 
no. 532, 1901. 

25. Luneau, H. G.: Des naevi systématisés, Thesis, Paris, no. 56, 1919. 

26. Lelong, F.: Etude des naevi dans leurs localisations et leurs rapports avec 
le systeéme nerveux, notamment avec les métameéres, Thesis, Paris, no. 405, 1899. 

27. Etienne, G.: Des naevi dans leurs rapports avec les territoires nerveux, 
Nouv. iconog. de la Salpétriére 10:263, 1897. 

28. Bader, R.: Contribution a l'étude des dermatoses linéares (clinique et 
pathogénie), Thesis, Paris, no. 179, 1911. : 

29. Manchot, C.: Die Hautarterien des menschlichen K6rpers, Leipzig, F.C. 
W. Vogel, 1889; cited by Luneau.?® 

30. Heller: Atlas seltener Hautkrankheiten, pt. 12; cited by Luneau.?5 

31. Montgomery, D. W.: The Cause of the Streaks in Naevus Linearis, J. 
Cutan. & Genito-Urin. Dis. 19:455, 1901. 

32. Langer, K.: Zur Anatomie und Physiologie der Haut. Ueber die Spalt- 
barkeit der Cutis, Sitzungsb. d. k. Akad. d. Wissensch. Math.-naturw. Cl. 44: 
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Jaerensprung ** stated the belief that the basis for the cutaneous 
changes in the peripheral territory of the corresponding spinal nerves 
lies in a congenital intrauterine derangement of individual spinal gan- 
glions. He based this opinion on the following observations: The con- 
dition was always unilateral and did not cross the midline of the body; it 
occurred in the form of streaks and papules which corresponded to the 
territory of distribution of one or more spinal nerves, and the cutaneous 
change consisted of a hypertrophy of the papillae, that structure in which 
the peripheral nerves end, without involvement of the glands, hair 
follicles or hairs. This theory found many early supporters, among 
them Simon,** Campana,** Neumann,** Gerhardt ** and Pott.** In later 
years objections were raised against this theory by various writers. 
Alexander ** objected to Baerensprung’s theory on the ground that the 
alteration of the trophic center, ganglionary or otherwise, would produce 


atrophy rather than hypertrophy of the peripheral territory. Galewsky 


and Schlossman *° maintained that the cutaneous territories are inner- 
vated by all the ramifications of a nerve branch and that any disturbance 
of the nerve action should end in a diffuse lesion occupying the entire 
territory of this branch. Etienne objected to Baerensprung’s observa- 
tions, stating that none of the three was entirely correct. 

After Baerensprung suggested a relation between disturbances of the 
ganglions and the development of linear lesions, other writers attributed 
the localizations to disturbances of other parts of the nervous system. 

Philippson,*' describing 2 cases of ichthyosis corneae (hystrix) 
partialis, was the first to attribute the localization of linear nevi to the 
influence of Voigt’s *? lines, which are the boundaries of the areas of 


33. Baerensprung: Naevus unius lateris, Ann. d. Char.-Krankenh. 11 (pt. 2): 

1863. 
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Vrtljschr. f. Dermat. u. Syph. 9:602, 1877. 
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37. Gerhardt, C.: Beobachtungen iiber neuropathisches Hautpapillom, Jahrb. 
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38. Pott, R.: Ueber Papilloma neuropathicum, Jahrb. f. Kinderh. 28:432, 1888. 
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40. Galewsky, E., and Schlossman, A.: Ueber Naevus linearis, Deutsches 
Arch. -f. klin. Med. 58:85, 1897. 
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des menschlichen Korpers, Sitzungsb. d. k. Akad. d. Wissensch. Math.-naturw. Cl. 
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distribution of the cutaneous nerves. These boundaries were presumed 
to produce sites of lowered resistance, which determined the sites of 


predilectica for the development of cutaneous anomalies. This theory 
found many supporters, among them Peterson,** Jadassohn,** Galewsky, 
Hallopeau, Balzer and Alquier and Bader. Hallopeau stated the opinion 
that in some cases the lesions result from a trophoneurotic action exerted 
on the two nerves, the spheres of action of which are demarcated by a 
Voigt line. Many writers have pointed out, however, that the agreement 
between the lines of Voigt and the linear lesions is found only in certain 
cases, and even then it is rarely absolute. The proponents of this theory 
have admitted that it can be applied only to some of the cases, while, on 
the other hand, many of those who oppose this theory admit that in some 
instances the distribution of linear lesions corresponds to the lines of 
Voigt. In recent years one finds less acceptance of Voigt’s theory of 
boundary lines, and Steiner *° referred to extensive recent embryologic 
research which, according to him, permits one to regard the theory as 
of only historical interest. 

Another theory, suggested by Jadassohn ** and no longer generally 
accepted, attributed the distribution of linear dermatoses to the influence 
of the lines of implantation of the hairs (hair streams). Recently 
Nicolas and Rousset ** and Touraine and Solente ** have reported cases 
of linear nevi in which the distribution was best explained for them by 
the application of this theory. 

A later theory of the relation of these linear lesions to the nervous 
system was based on the metameric development of the body. As 
Balzer and Alquier stated, according to the metameric theory the human 
body is at its origin separated into a number of superimposed segments, 
each of which would include a segment of the central nervous system 
(neurotome or myelomere) and a corresponding segment of the skin 
(dermatomere). Many writers have stated the belief that the linear 
cutaneous changes result from the influence of a neurotome on its 
corresponding dermatomere. There has been, however, considerable 


43. Peterson, W.: Ein Fall von multiplen Knaueldriisengeschwiilsten unter 
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selon les courants pilaires, Bull. Soc. frang. de dermat. et syph. 41:1564, 1934. 
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disagreement as to which part of the neurotome is involved. Brissaud * 
has advanced the theory that a segment of the spinal cord itself is 
affected. Many authors, including Klippel and Weil,*® Grelaut and 
LLuneau, have stated the belief that the cutaneous changes are most 
often due to a disturbance located in the corresponding posterior root. 
According to Klippel and Weil and to Luneau, this disturbance is a 
toxic-infectious radiculitis, analogous to herpes zoster. 

Pitres and Vaillard *® explained linear configurations by assuming 
the presence of neuritis of the peripheral nerve along the course of 
which the dermatosis is disposed. While in some instances linear lesions 
follow the line of projection of the underlying nerve on skin, Hallopeau 
and Constensoux *! and many others opposed this theory, since they 
were unable to see why a neuritis would limit its cutaneous effects to a 
narrow band rather than involve the entire territory supplied by 
the nerve. 

Among the embryologic theories brought forward, the most impor- 
tant is that of Fischel and Blaschko,®°? who stated the belief that linear 
nevi might develop as a result of disturbances affecting the lines of 
junction of the dermatomeres. They stated that in the embryo prolifera- 
tion is most active at these lines and that any factor tending to derange 
the normal development of the skin would by preference affect these sites 
where proliferation and differentiation take place most actively. Accord- 
ing to this theory, it is not necessary to invoke any nerve influence. 
Kaposi,** Pecirka ** and Sollner all supported this view. 

A relation between animal markings and systematized dermatoses 


has been proposed by Meirowsky and Leven,*’ who stated that the 


systematization of animal markings as well as that of nevi is an attribute 
of the germ plasm. According to them the development of systematized 
cutaneous changes must be preceded by corresponding changes in the 

48. Brissaud, E.: Sur la distribution métamérique du zona des membres, Presse 
méd. 4:17, 1896. 
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inner architecture of the germ plasm. Siemens,** however, stated that 
the idea that the systematization of nevi represents a throwback to 
markings of animals must be tested by further research. Bettman ™ 
stated the same opinion. 

A study of the distribution of lesions in our cases, in which we 
were aided by Prof. O. F. Kampmeier, showed that the configuration 
in all cases could not be explained on the basis of any of the anatomic 
theories. In some of our cases the course of the lesions could be approxi- 
mately related to that of certain peripheral nerves, but even here it was 
necessary to invoke the distribution of more than one nerve to account 
for the eruption in its entirety. In other cases in our series arrangement 
of the streaks was apparently determined by the lines of Voigt. We 
therefore agree with Rose,** who, studying this problem from the stand- 
point of the neurologist, stated the belief that no single theory suffices 
at present to explain all cases of linear eruptions. 

Consideration of all the theories mentioned leads to the conclusion 
that linear dermatoses, whatever the primary factor accounting for such 
localization may be, develop in a locus minoris resistentiae. Gougerot 
and Lortat-Jacob,*® in reporting a case of linear dermatitis of the arm 
in which contact with paraphenylenediamine was apparently the exciting 
factor, offered the hypothesis that fragile zones of congenital origin may 
occur in the skin. Kreibich’s °° experiments supported the view that 
there are linear zones in the skin in which there is an increased state of 
reactivity. He was able by means of both central and peripheral stimu- 
lation to produce in neuropathic persons a dermatitis confined to definite 
lines. It seems to us that the conception of the presence of congenitally 
determined fragile zones in the skin is an acceptable hypothesis. The 
evidence now available does not, however, permit one to recognize the 
factors responsible for the production of such zones of increased 


reactivity. 
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SUMMARY AND CONCLUSIONS 

We have described 10 cases in each of which there was a linear 
lichenoid papular eruption. With but a single exception this eruption 
involved the upper extremity and was unilateral. In 7 of the 10 cases 
the patients were children. 

In all cases the onset was sudden; the extension of the eruption to 
form linear bands was rapid, and the eruption was of short duration 
and was self limited. As a rule the disease was asymptomatic. 

The eruption was composed of primary small lichenoid papules which 
often coalesced to form patches of lichenified dermatitis. The clinical 
appearance and the history usually permitted ready differentiation of 
the disease from naevus unius lateris, lichen planus and psoriasis. 

The histologic study of sections of tissue taken from 2 of the patients 
showed the changes of lichenified dermatitis. 

We believe that the existence of a clinical type of linear eruption 
with the characteristics we have outlined should be recognized. Lichen 
striatus is a suitable name for this disease. 

We recognize also that there have been described, particularly in the 
uropean literature, numerous cases of persistent linear eczematous or 
lichenified dermatitis, often characterized by rebelliousness to treatment. 
The condition in these cases should not be included in this category. 

We have reviewed the numerous theories advanced to account for 
the occurrence of eruptions in linear arrangements; none of these 
theories can account for the distribution of linear lesions in all cases. 

At present the most acceptable hypothesis is the conception of the 
existence in the skin of zones of increased irritability—fragile zones— 
probably determined congenitally by various factors. 


ABSTRACT OF DISCUSSION 

Dr. Everett C. Fox, Dallas, Texas: I am interested in this presentation 
because Shelmire, Schoch and I have observed in the last five years 3 cases 
which fall in this category, and they have been rather confusing to us. 

A little more than three years ago we saw the first patient, a white girl 7 
or 8 years old, with a linear lesion of this type extending over the buttocks and 
over the back of the thigh, a distribution which was considered to be over the 
sciatic nerve. The lesions all disappeared within two or three months with ordinary 
topical applications. 

A year and one-half later a similar case was observed. Then about a year ago, 
in Dr: Shelmire’s office, we saw a young child from Mexico City with an exten- 
sive lesion on the anterior portion of the leg, extending from the knee down 
to the ankle and out to the great toe. The lesions were more pronounced than 
in the other 2 cases, and they had been present for more than a year, with linear 
distribution. The individual lesions looked much like neurodermatitis. To glance 
at them casually one would think of linear lichen planus, but the individual lesion 
had not the characteristic features of lichen planus. However, this Mexican 





132 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


child had definite atrophy about the ankle. The lesions were sparse in the upper 
third of the leg but were numerous on the middle and lower thirds and on the 
ankle. Some of the lesions that had previously undergone involution had definite 
atrophy. We considered the condition a type of trophoneurosis. I think those 3 
cases definitely fall in this group, and the information contained in this paper will 
help in the classification of them. 


Dr. M. H. Expert, Chicago: The presentation of this unusual dermatosis has 
helped to clear up a case which I had the opportunity to present before the 
Chicago Dermatological Society in April (Arcnu. Dermat. & SypH. to be 
published). The patient was a girl about 12 years of age. She came to the out- 
patient clinic at Cook County Hospital with a linear eruption starting in the 
midline, running over the gluteal region, down the sciatic region, over the heel 
and down to the toes. This had appeared two weeks previously, did not itch and 
caused no complaint. The lesions were small flat pinkish papules. 

At first sight I thought of a naevus unius lateris, but the recent appearance 
and the character of the lesions ruled that out. Lichen planus linearis was 
next thought of, but the lesions were not typical of that disease either. A biopsy 
was performed. When the girl came back to a meeting of the society the lesions 
had almost all disappeared. There were well defined relics but nothing like the 
lesions seen three weeks previously. In this sense, in every way, the eruption 
corresponds with the condition of the patients presented by Dr. Senear and Dr. 


Caro. 
? 


On the other hand, the histologic picture was different from that of the 2 
cases in this presentation. In the first place, there were hyperkeratosis, definite 
hypergranulosis, decided edema of the rete and a definite round cell infiltrate made 
up principally of lymphocytes with a few other cells. The lower border of the 


infiltrate was poorly defined. There was much discussion at the meeting as to 
whether or not this case was one of lichen planus linearis. I know this is adding 
confusion, because the condition was clinically not cleancut lichen planus. Its 
onset and disappearance were entirely too short. Lack of itching or any sensa- 
tion would rule out lichen planus, and the histologic picture was suggestive of that 
disease. I think the condition belongs in the group reported by Senear and Caro, 
although it does add a new complexion to the histologic picture of this new 
disease. 

Dr. HAmitton Montcomery, Rochester, Minn.: Lichen striatus should be 
differentiated from naevus unius lateris, which at times may show true nevus 
cells histologically but frequently simply represents a linear epithelial nevus and 
which has a characteristic microscopic picture consisting of hyperkeratosis, increase 
in the stratum granulosum with vacuolation of the cells of the stratum granulosum 
and also of some of the cells of the prickle cell layer and absence of any appre- 
ciable change in the cutis. Neither of the two histologic sections that Drs. 
Senear and Caro presented showed any evidence of these phenomena, nor were 
there any nevus cells present. This, together with the clinical history would rule 
out naevus unius lateris and epithelial nevus. This also applies to epidermal 
dysplasia verruciformis, in which the histologic changes are similar to those of 
epithelial nevus. 

Dr. Francis EUGENE SENEAR, Chicago: Limitation of time prevented my 
emphasizing that in many cases of this condition there is great difficulty in differen- 
tiating between naevus unius lateris and lichen planus of linear configuration and 
this dermatosis. As was pointed out, there are these superficial types of tardy 
nevi. 
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As Dr. Montgomery has said, such nevi are persistent, although there are 
numerous cases in the literature in which they have not made their appearance 
until the age of 12, 14, 16 or even later. 

In several of the cases mentioned by Dr. Fox and in that mentioned by Dr. 
Ebert the lower extremity was involved. In instances of that type, the condition 
does not correspond to those that we have seen, because they have all been on 
the upper extremity, but I think that coincidence would explain that. Probably 
in a larger series of cases we would see patients with involvement of the lower 
extremities, because the thigh, particularly along the course of the small sciatic 
nerve, is the favorite site for linear eruptions of all types affecting narrow bands. 

In conclusion, I can only repeat that I think if one is on the lookout for cases 
of this type, one will probably be able to give a patient a much better prognosis 
in many instances when the clinical picture is not that of naevus unius lateris or 


lichen planus. 
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REPORT OF A CASE 
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Siebenmann ' in 1908 described a rare clinical syndrome character- 
ized by peculiar yellowish white plaques in the oral mucous membrane 
and associated with hypertrophic lesions of the skin. His histologic 
studies indicated that these plaques consisted chiefly of infiltrated hyaline 
material. Wiethe? in 1924 described a similar congenital condition, 
which he also considered to be due to a diffuse hyaline change. Urbach * 
was the first to report that the infiltrate in this unusual condition 
contained lipoid and that this lipoid material was of the phosphatide 
(lecithin) type. He suggested that the condition ‘was essentially a 
metabolic disturbance, possibly due to diabetes, and gave it the name 
“lipoidosis cutis et mucosae.”” Urbach and Wiethe* collaborated in 
1929 and reported 9 cases of this syndrome occurring in four families. 

In 1932 Urbach* described clinical, histologic and biochemical 


observations on a total of 14 cases. He pointed out that the process 


was an infiltrative rather than a degenerative one, and as only a rela- 
tively small part of the infiltrate was soluble in fat solvents, he assumed 
that the fat was bound to a protein. In order to emphasize this aspect 
of the disease he decided to call it “lipoid proteinosis.” 


Funds for the study of this case were made available by a grant from the 
Horace Rackham School of Graduate Studies. 

Studies and contributions from the Department of Dermatology and Syphilology 
of the University of Michigan Medical School, service of Dr. Udo J. Wile. 

1. Siebenmann: Ueber Mitbeteiligung der Schleimhaut bei | allgemeiner 
Hyperkeratose der Haut, Arch. f. Laryng. u. Rhin. 20:101, 1908. 

2. Wiethe, C.: Kongenitale, diffuse Hyalinablagerungen in den oberen Luft- 
wegen, familiar auftretend, Ztschr. f. Hals-, Nasen- u. Ohrenh. 10:359, 1924. 

3. Urbach, E.: Beitrage zu einer physiologischen und pathologischen Chemie 
der Haut: IV. Ueber eine familiare Lipoidose der Haut und der Schleimhaute 
auf Grundlage einer diabetischen Stoffwechselst6rung, Arch. f. Dermat. u. Syph. 
157:451, 1929. 

4. Urbach, E., and Wiethe, C.: Lipoidosis cutis et mucosae, Virchows Arch. 
f. path. Anat. 273:285, 1929. 

5. Urbach, E.: Lipoidproteinose (Lipoidosis cutis et mucosae), in Jadassohn, 
J.: Handbuch der Haut- und Geschlechtskrankheiten, Berlin, Julius Springer, 


1932, vol. 12, pt. 2, p. 335. 
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We have found that only 4 cases of this condition have been 
reported in this country. Tripp® reported the first in 1935. This 
was a typical case occurring in a 17 year old boy. In 1937 Wise and 
Rein‘ described 2 cases of the disease in sisters, and in 1939 Mont- 
gomery and Havens * reported a case in a 47 year old man. 


DESCRIPTION OF THE SYNDROME 

This rare disease usually makes itself manifest in infancy by an 
inability to cry, and as the voice develops the child is able to speak 
only in a whisper owing to hoarseness. Beginning early in life there 
occur periodic attacks of sores in the mouth and a pocklike eruption 
most evident on the face. Later the characteristic firm yellowish white 
infiltrations develop on the skin and mucous membranes. 

The mucosal lesions involve especially the tongue, the lips, the 
buccal cavity, the pharynx and the larynx. The changes in the tongue 
are usually typical. In well developed examples the tongue has a 
firm, almost wcodlike consistency and may be so bound down to the 
Hoor of the mouth that it cannot be protruded. The papillae are 
atrophic, and the surface is smooth but irregular, owing to infiltrated 
areas and scarring. The mucous membranes of the lips, the buccal 


cavity and the pharynx show yellowish white plaques and nodular 


infiltrations of firm consistency. Similar changes occur in the epi- 
glottis and the vocal cords, which produce the typical hoarseness. In 
several of the European cases, the lesions became so extensive in the 
region of the larynx that breathing was interfered with and a laryn- 
gotomy was necessary to prevent asphyxiation. There are frequently 
small pearly nodules along the margins of the eyelids, and the genital 
mucous membranes may also be involved. 

The typical changes in the skin give the face a pock-marked appear- 
ance. This is produced by numerous small yellow infiltrations inter- 
spersed with pitted scars. The same process may involve the ears 
and the scalp; so the hair is frequently thin. Hypertrophic plaque- 
like lesions may be present on the elbows and knees. Verrucous lesions 
are frequently present on the fingers and feet. 

Changes in both the mucous membrane and the skin are present 
in all cases, but in some the lesions on the mucous membrane pre- 
dominate, while in others the cutaneous changes are more fully 
developed. The exact relation of the infiltrative lesions to the early 
attacks of sore mouth and history of “boils” is not clear. 


6. Tripp, R. N.: Lipoidosis Cutis et Mucosae, New York State J. Med. 36: 
619, 1936. 

7. Wise, F., and Rein, C. R.: Lipoidosis Cutis et Mucosae, Arch. Dermat. 
& Syph. 37:201 (Feb.) 1938. 

8. Montgomery, H., and Havens, F. Z.: Xanthomatosis: IV. Lipoid Pro- 
teinosis, Arch. Otolaryng. 29:650 (April) 1939. 
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In several cases there has been consanguinity of the parents, and 
the condition has frequently occurred in more than one child of a 
family. 

The disease seems to consist of some constitutional metabolic dis- 
turbance. While in only a few of the reported cases has there been 
true diabetes, in the majority some diabetic tendency has been shown. 
The blood lipids have shown little abnormality, although Montgomery 
reported that one of the two determinations of lecithin in the blood 
performed in his case was above the normal range. 

The histologic studies show an infiltration of the cutis and subcutis 
with a hyalin-like material. This infiltrate also occurs around the 
blood vessels as a thick mantle. Sections from the tongue and pharynx 
show widely dilated blood spaces surrounded by the same diffuse 
homogeneous infiltrate. With special stains, lipoid material has been 
demonstrated in this infiltrate. 

The exact chemical nature of the infiltrate has not yet been deter- 
mined, although it apparently consists of lipoid in combination with 
some protein. Urbach has stressed the point that this lipoid is soluble 
in hot alcohol and in hot acetone, indicating that it is a phospholipid; 
the lipoid in xanthomas is soluble only in hot alcohol. 

Few quantitative biochemical studies have been done with tissue 
from the lesions. Montgomery found that the total lipid content of a 
tumor removed from the elbow of a patient was not above that of normal 
skin but that the proportion of phospholipid present was high. 

In most cases all forms of therapy have been without benefit. Tripp, 
however, reported that his patient improved while receiving small 


amounts of insulin. 


REPORT OF CASE 

In March 1940, at a joint meeting of the Chicago and Detroit 
dermatologic societies, a case of atypical disseminated amyloidosis was 
presented.® At that time Dr. G. H. Belote suggested the diagnosis of 
“lipoidosis cutis et mucosae.” On further study we decided that this 


was the correct diagnosis, in spite of the fact that amyloid was also 


proved to be present. 

We believe that this case deserves reporting because of the rarity 
of the syndrome, because the patient has been under observation for 
twenty-one years and because special histologic and biochemical studies 
were made. 


N. H., a 62 year old tailor, was born in Germany and came to this country 
at the age of 17. His mother and father were unusually healthy, and as far as the 
patient knows they were not related by blood. There were 9 children, 4 boys and 


9. Wile, U. J.: Localized Amyloidosis of the Tongue, Pharynx and Eyelids, 
Arch. Dermat. & Syph. 42:723 (Oct.) 1940. 
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5 girls. One boy died in infancy. The other children with the exception of the 
patient were strong and healthy. The family lived on a farm and all did heavy work. 
One sister, now aged 71, is obese and has “diabetes.”” No other member of the 
family has been known to have diabetes or any condition similar to that of the 
patient. 

The patient has always been the weakling of the family. He stated that he was 
unable to cry as an infant and that he has never been able to speak above a 
whisper. When a child he was thought to be tongue tied; so an operation for that 
condition was performed, but without benefit to his voice. Not being strong enough 
for farm work, the patient became a tailor. Although he has never been physically 
strong, he has enjoyed moderately good health. 

He does not recall having had cutaneous lesions in childhood, but at about the 
age of 20 he began to have attacks of “sore mouth,’ which were associated with 
numerous painful ulcers on the tongue and in the throat. These attacks occurred 
at intervals of about six months to a year. They would last from one to three 
weeks and then subside. He has never married, and he stated that he had never had 


sexual intercourse. 

The patient was first seen at the University Hospital in 1919, at the age of 41. 
His condition had been diagnosed elsewhere as syphilis, and he had received 
several injections of arsphenamine. A clinical diagnosis of syphilitic glossitis was 
made, although his Wassermann reaction was negative. He was given antisyphilitic 
therapy, and the ulcers on the tongue and pharynx healed. During the next three 
years he received a total of sixteen injections of arsphenamine, several courses of 


mercury rubs and large amounts of potassium iodide. The serologic reaction 
remained negative, although several new attacks of ulcers on the tongue occurred. 

The patient stated that in 1925 he had an attack of jaundice which lasted for 
about three weeks. His entire skin and the scleras became definitely yellow, but he 
had no abdominal pain and he was not confined to bed. 

In 1931 the patient returned with another severe attack of “sore tongue.” At 
that time he presented involvement of the tongue, palate and pharynx. Around the 
ulcers on the tongue were seen for the first time small nodules having a yellow 
color. At this time were also first noticed numerous small nodules along the 
margins of the eyelids. From 1931 to 1934 he received twenty-seven injections 
of bismuth subsalicylate, 2 grains (0.13 Gm.), together with potassium iodide, 
without any appreciable effect on the lesions. 

The patient has continued to have recurrent attacks of ulcers on the tongue 
and throat about once each year, but otherwise he has recently been in fairly good 
health. The last severe attack was in April 1939. At that time his tongue became 
greatly swollen and sore. He had fever and had to go to bed. After a few days his 
tongue “burst,” and he spit out what looked like pus. The process then subsided, 
and he was able to eat again. 

At the time of writing he has no other complaints. His appetite and digestion 
are good. He has no dyspnea or pain in the chest. He is able to walk about a mile 
to the hospital, without distress. He lives with his sister and eats a varied diet 
of three moderate meals a day; of his own accord he eats little meat or sugar. 

Physical examination revealed a small, elderly man weighing 122 pounds 
(55 Kg.) and measuring 5 feet and 2 inches (157 cm.) in height. For his age 
he appeared in fairly good health except for a peculiar pallor of the skin. 

The tongue was striking in appearance and consistency. It was dull red and 
smooth except for irregularities due to induration and old scarring (fig. 1). 
It had a firm, “woody” consistency throughout. The base was firmly fixed to the 
floor of the mouth, so that he was able to protrude the tip of the tongue only 2 cm. 
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past the incisor teeth. Beneath the anterior portion of the tongue there were scarring 
and nodular infiltrations of distinct yellow. On the lips, especially at the angles of 
the mouth, were several small translucent, verrucous lesions of an erythematous 
color. The buccal mucous membrane and palate showed a diffuse infiltration with 
many small yellow nodules. The uvula was distorted owing to scarring. The entire 
pharynx presented a similar appearance due to a firm infiltration which extended 
down over the epiglottis. The vocal cords were swollen, and there were numerous 
small yellow nodules present on both. Their movement was limited. 

The margins of the lids of both eyes were studded with small translucent 
nodules, resembling small beads on a string (fig. 2). The eyelashes protruded 
through these small nodules. There was a verrucous plaquelike lesion at the 
crease between the lower lip and the chin. 

The patient also presented lesions on the forearms, elbows and knees which 
were strikingly symmetric. Almost the entire extensor surface of each forearm 
was diffusely infiltrated, giving a morphea-like appearance. There was also some 
follicular hyperkeratosis in these areas. Each elbow was capped with a flat plaque- 

















Fig. 1—Lipoid proteinosis. A, limit of protrusion of the tongue, showing the 
irregular firm infiltrate of the dorsal surface. B, the yellow nodular lesion beneath 
the anterior portion of the tongue, the infiltration of the lower lip and the plaque- 
like lesion on the chin. 


like lesion the size of a silver dollar, composed of many small yellowish brown 
nodules (fig. 3). Hyperkeratotic lesions were present on the knees, and a few 
similar ones were in the sacral region. On the fingers were several small verrucous 
lesions of a translucent brownish color. 

The skin of the hands and feet was thin, dry and slightly erythematous. The 
skin of the remainder of the body was thin and had a peculiar yellowish pallor. 
The hair of the scalp was gray and sparse. The incisor teeth were all present 
but were carious and worn. The molar teeth were missing. 

The heart was normal in rate and rhythm and was not enlarged. The blood 
pressure was 140 mm. of mercury systolic and 80 diastolic in both arms. On 
fundoscopic examination the retinal vessels appeared slightly sclerotic but were 
considered average for his age. The abdomen was soft. The spleen was not palpable, 
but the edge of the liver could be felt on deep inspiration. The testicles were 
small and firm. 
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Examination of the urine on numerous occasions showed no albumin or sugar. 
A few red blood cells were present, but the urea clearance test gave normal results. 
Examination of the blood showed 83 per cent hemoglobin and 4,480,000 red blood 
cells and 4,000 white blood cells per cubic millimeter, with a differential count of 


60 per cent polymorphonuclear leukocytes, 28 per cent lymphocytes, 6 per cent 


mononuclear leukocytes, 4 per cent basophils and 2 per cent eosinophils. The Kahn 
reaction of the blood was negative. 











Fig. 2—Numerous small pearly 





Fig. 3—Forearm and elbows. The photograph was taken forty-eight hours 
after the injection of 1 cc. of congo red solution subcutaneously in the left arm. 


The basal metabolic rate was —7 per cent. A bromsulphalein hepatic function 
test was performed by injecting 5 mg. of the dye per kilogram of body weight 
intravenously and withdrawing a sample of blood from the other arm after thirty 
minutes. This showed a 35 per cent retention of the dye in the blood, indicating 
definite hepatic damage. A reading of 15 per cent or above was considered to be 
abnormal. 

As a test for amyloid ?° 0.5 cc. of a 1.5 per cent solution of congo red was 
injected subcutaneously at two points, on the left forearm and on the elbow. Two 


10. Nomland, R.: Localized (Lichen) Amyloidosis of the Skin, Arch. Dermat. 
& Syph. 33:85 (Jan.) 1936. 
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days later a large area on the forearm and elbow was stained a brilliant scarlet 
(fig. 3). This was more pronounced in the diffusely infiltrated area on the fore- 
arm than it was in the lesion on the elbow. On the eleventh day the forearm was 
still stained red. When he was next seen on the eighteenth day, this area 
was pink, and on the twenty-ninth day it was still faintly pink. When the patient 
was next seen, on the fifty-second day after the injection of the congo red, 
the color had disappeared. 

A summary of the chemical studies of the blood is given in table 1. The 
fasting blood sugar content was low, and the dextrose tolerance test showed 


TABLE 1.—Summary of Chemical Studies of the Blood 











Blood nonprotein nitrogen ....+. 80mg. per 100 ce. 


Blood sugar (dextrose tolerance test with 105 Gm. of dextrose) 
Fasting blood sugar 78 mg. per 100 ec.* 
One hour : vs 83 mg. per 100 ec.” 
Two hours ... LN vaiedaes 72 mg. per 100 ee.* 
Five hours Ub Sic ok O6 4 OS OS 91 mg. per 100 ce, 


Blood proteins 
Total proteins (per 100 cc. serum).. sa ae et 6.1 Gm. (normal 6.5 to 8 Gm. 
Albumin Sp 5S ee aialtecatnoils 3.1 per cent 
Globulin oadtie Lace ude s ts 3.0 per cent 
Albumin-globulin ratio ..... TE AE FORE 1 (normal 1.7 to 3 


Blood lipoids + 
Total lipids (serum) oe ekictemitaa 691 mg. per 100 cc. (normal! 400 to 700 mg. 
Total cholesterol (serum)....... ; 177 mg. per 100 ee. (normal 150 to 200 mg. 
Free cholesterol (serum) e aa 46 mg. per 100 ec. (normal 40 to 50 meg. 
Phospholipid (blood) saa 220 mg. per 100 ce. (norma! 150 to 200 mg. 





* Urine showed no sugar. 
+ These determinations were made by Priscilla B. Horton, of the department of internal 
medicine. The phospholipid determination was done by Dr. H. C. Eckstein. 


TABLE 2.—Chemical Analysis of Tissue from Elbow Lesion (May 1940) * 








First Biopsy Second Biopsy 


Total weight of tissue 210 meg. 307 meg. 
Total lipids 12.2 mg. 10.7 mg. 
Percentage of total tissue . 5.8 3.5 

Cholesterol 1.65 mg. 
Percentage of total lipids.............. 13.5 
Percentage of total tissue 0.78 

Phospholipids 
Percentage of total lipids.............. 

Percentage of total tissue.... 





* The tissue analysis was done by Dr. H. C. Eckstein, of the department of physiological 
chemistry. ‘The cholesterol determination was made with the digitonin methed of Windaus; 
the method of Fisk and Subarrow was used for the phospholipid determination. 


a distinctly flat curve. The blood proteins were also somewhat low, especially 
the albumin fraction, which produced a low albumin-globulin ratio. The blood lipids 
were within normal limits except for the phospholipids, which were found to be 
increased somewhat above the normal range. 

The first specimen for biopsy was taken in 1931. This was from the tonsillar 
pillar and was reported as an inflammatory papilloma containing much hyaline 
material, with marked hyaline changes in the vessel walls. However, with Van 
Gieson stain this material did not give the red stain of connective tissue hyalin, 
nor did it give the metachromic reaction with cresylecht violet for amyloid. In 
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1935 material for biopsy was taken from the tongue, which showed widely dilated 
blood spaces surrounded by the same homogeneous infiltrate. A small specimen 
was taken from the eyelid, which was found to consist of homogeneous material 
surrounded by cornifying squamous epithelium (fig. 4). 


Fig. 4.—A, section of a small lesion removed from the eyelid, showing a homo- 


geneous infiltrate. B, section from the tonsillar region showing the same type of 
infiltrate deposited diffusely between dilated blood spaces. 


In April 1940 material for biopsy was taken from the lesion on each elbow. This 
was examined in the department of pathology by Dr. C. V. Weller, whose report is 
as follows: 

‘1, Hematoxylin and Eosin Stain.—There was marked necrosis in the upper 
portion of the corium. Seemingly derived from the necrotic material itself, there 
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was a deposit of a nearly structureless substance which was somewhat basophilic 
with this stain. A similar process occurred in the sweat glands, the epithelium of 
which survived. With this stain no foam cells could be found. 

“2. Fat Stain—Sudan III on frozen section showed a large amount of stainable 
lipoid material in the corium. It occurred in the form of large and small droplets 
which appeared to be on and between fibers of necrotic connective tissue. The 
distribution of the lipid material is only in part that of the necrotic deposit 


previously described. 











Fig. 5—Sections from the lesion on the elbow. A, with hematoxylin and eosin 
stain, showing the character of the infiltrate in the cutis. B, typical deposition of 
the infiltrate about blood vessels in the subcutis of the same section. C, frozen 
section stained with sudan III, showing the deposition of lipoid material which 
stained bright orange. D, methyl violet stain for amyloid showing areas giving 
the metachromic reaction. 


“3. Methyl Violet Stain—lIn a test for amyloid, most of the necrotic material 
did not give a metachromic reaction, but in every preparation there were granu- 
lar masses in the upper portion of the corium which showed metachromasia. These 
were more fragmented and less homogeneous than is usually the case with amyloid. 
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“4. Congo Red.—Unstained preparations from the region where the dye had 
been injected eleven days previously showed a slight retention of the congo red 
in the same regions which showed metachromasia with the methyl violet. The 
cutaneous histologic picture in this case appeared to be similar to that found in 
lipoid proteinosis.” 

Tissue was also removed from the lesions on the elbows for biochemical 
analysis. A summary of the determinations made is given in table 2. The total 
amount of lipoid present was found to be 5.8 per cent of the first specimen and 
3.5 per cent of the second. The average of these two values was definitely above that 
found in normal skin. This proportion of lipoid was much less than that found in 
xanthomas !! but is a little above that reported in necrobiosis lipoidica.12 The 
percentage of the total lipoid that occurred as cholesterol and as phospholipid was 
within normal limits. We did not find the high phospholipid content that Mont- 
gomery reported in his case. Owing to the relatively small amount of tissue 
available, it was not possible to carry out further fractional lipoid studies. 


COMMENT 

Clinically our case presented a preponderance of lesions of the 
mucous membranes. Cutaneous lesions were well developed on the 
forearms, elbows, fingers and knees, but the skin of the face was spared. 

Comparatively little evidence of metabolic disturbances could be 
demonstrated. Our patient showed no evidence of diabetes; in fact, 
his dextrose tolerance tests gave an unusually flat curve. The blood 
lipids were all found to be within normal limits except for the moder- 
ate increase in phospholipid. 

The histologic and biochemical studies indicated that only a rela- 
tively small proportion of the infiltrate was actually composed of lipoid. 
We demonstrated that amyloid was also present in the infiltrate, but this 
too seemed to make up only a relatively small proportion of the lesion. 
The major portion of the infiltrate remains of unknown composition. 
The hyalin-like appearance of this infiltrate histologically suggests that 
it probably consists of some protein substance. For this reason the 
term “lipoid proteinosis” seems more appropriate for this syndrome 
than either “lipoidosis cutis et mucosae” or “phosphatide lipoidosis.” 

In differential diagnosis, the yellow color seen in some of the lesions 
of lipoid proteinosis might suggest disseminated xanthomatosis. But 
there the resemblance of the two conditions stops. Clinically the firm 
infiltrative lesions of the first have little resemblance to the fatty tumors 
of the other, and histologically they are entirely different. 

If only the lesions of the tongue and of the mucous membranes are 
considered, the condition in our case resembles that described as sys- 


11. Wile, U. J.; Eckstein, H. C., and Curtis, A. C.: Lipid Studies in Xanthoma, 
Arch. Dermat. & Syph. 19:35 (Jan.) 1929; 20:489 (Oct.) 1929. Eckstein, H. C., 
and Wile, U. J.: Lipid Studies in Xanthoma, J. Biol. Chem. 87:311, 1930. 

12. Belote, G. H., and Welton, D. G.: Necrobiosis Without Diabetes, Arch. 
Dermat. & Syph. 40:887 (Dec.) 1939. 
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tematized amyloidosis by Michelson and Lynch,'* O’Leary** and 
Weber.’ Histologically the infiltrate even appears similar, especially 
that deposited around the blood vessels; but the yellow color and the 
increased lipoid content seen with special stains do not occur in that 
condition. However, the fact that amyloid was also present in our 
case, seems to indicate that these two syndromes may overlap in certain 


respects. 


SUMMARY 


A case of lipoid proteinosis which has been under observation for 


twenty-one years is presented. 

Definite evidence of impaired hepatic function was demonstrated, 
but no evidence of diabetes was found. 

Special histologic studies showed the presence of considerable lipoid 
material in the infiltrate as well as the presence of some amyloid. 
Amyloid was also demonstrated by vital staining with congo red. 

Studies of the blood lipids showed that they were all normal except 
for a moderate increase in the phospholipid content. 

Biochemical analysis of tissue removed showed a moderate increase 
in the total lipoid present. The proportion of this which was present 
as cholesterol and as phospholipid was within normal limits. 


13. Michelson, H. E., and Lynch, F. W.: Systematized Amyloidosis of the 
Skin and Muscles, Arch. Dermat. & Syph. 29:805 (June) 1934; 32:363 (Sept.) 
1935. 

14. O’Leary, P. A.: Systematized Amyloidosis of the Skin and Mucous Mem- 
branes, Arch. Dermat. & Syph. 31:408 (March) 1935. 

15. Weber, F. P.: Systematized Atypical Amyloidosis with Macroglossia, 
Quart. J. Med. 30:181, 1937. 





VITAMIN D THERAPY IN DERMATOLOGY 


CARROLL S. WRIGHT, M.D. 


PHILADELPHIA 


In 1937 there appeared in the Public Health Reports of the United 
States Public Health Service a preliminary report by Ceder and Zon ! 
on the use of massive daily doses of vitamin D in the treatment of 
psoriasis, and they suggested that “this is a practical, simple and effective 
treatment for the control of psoriasis.” In the following year, Maynard ” 
reported on the use of large doses (20 to 80 drops daily [probably 
5,000 to 14,000 U. S. P. units of vitamin D]) of viosterol in the treat- 
ment of acne vulgaris and concluded that “from the patients’ viewpoint it 
has left little to be desired as they find themselves improving both in 
appearance and in general well being.”” These two papers were immedi- 
ately widely quoted in the medical columns of the daily newspapers, with 
the result that there was quick demand by sufferers from psoriasis and 
acne for “the marvelous new cure.” The high cost of vitamin D prep- 
arations precluded their widespread empiric use, and this study was 
undertaken with the view of evaluating the therapeutic effects and the 
safety of giving massive doses, particularly for psoriasis and acne 
vulgaris. 

A review of the literature reveals that viosterol was suggested for 
the treatment of psoriasis by Monash * in 1931, the frequent beneficial 
results of sunlight and of ultraviolet radiation suggesting the possibility 
that the disease was due to a deficiency of vitamin D. Fifteen to twenty 
drops was given daily, but when new lesions appeared while the patients 
were actively taking viosterol Monash concluded that psoriasis is not 
wholly due to a deficiency of vitamin D. Richardson,‘ studying the 


All vitamin preparations used in this study were furnished by the William 


S. Merrell Company, Cincinnati. 

Read at the Sixty-Third Annual Meeting of the American Dermatological 
Association, Inc., Colorado Springs, Colo., May 31, 1940. 

1. Ceder, E. T., and Zon, L.: Treatment of Psoriasis with Massive Doses of 
Crystalline Vitamin D and Irradiated Ergosterol: A Preliminary Report, Pub. 
Health Rep. 52:1580, 1937. 

2. Maynard, M. T. R.: Vitamin D in Acne, California & West. Med. 49: 
1938. 

3. Monash, S.: Viosterol in the Treatment of Psoriasis, New York State 
J. Med. 31:889, 1931. 

4. Richardson, G. C.: The Role of Viosterol in Pregnancy, Illinois M. J. 59: 
453, 1931. 
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role of viosterol in pregnancy, reported in the same year 1 case of 
psoriasis in a parturient, with surprisingly prompt improvement in the 
eruption while the patient was taking viosterol in oil and calcium. Also 
in 1931, Diasio * observed improvement in psoriasis after calcium therapy 
and suggested viosterol in oil as an adjuvant. Ceder and Zon’ included 
15 cases of psoriasis in their report. Twelve patients were given from 
300,000 to 400,000 U. S. P. units of pure crystalline vitamin D daily, and 
10 of these showed complete involution of the lesions within six to 
twelve weeks. In a second group, of 3 patients treated with the same 
doses of the same type of vitamin D prepared by another firm, only 1 
showed complete involution, while the remaining 2 obtained only partial 
improvement within ten weeks of observation. In an effort to confirm 
these results, Brunsting ® selected 19 patients, all but 3 of whom had 
psoriasis of long standing, resistant to treatment and subject to recur- 
rence. The average dose of vitamin D was 300,000 U. S. P. units 
per day. Summarizing his results, Brunsting noted that 3 patients were 
entirely cleared of psoriasis and 7 were markedly improved within two 
to seven months; of the remaining 9, there was slight improvement in 
5 and the condition of 2 had become slightly worse than before treat- 
ment. It was concluded that the results of treatment of psoriasis with 
vitamin D were sufficiently encouraging to warrant further efforts in 
this direction. 

Recently, Clarke * has summarized the results obtained by members 
of the Cincinnati Dermatological Society in 37 cases in which psoriasis 
was treated with massive doses of natural fish oil vitamin D and 107 
cases in which that condition was treated with irradiated ergosterol in oil 
(viosterol in oil). None of the patients in the first group were com- 
pletely relieved, and only 30 per cent showed any improvement. Of the 
second group, 12 per cent were completely relieved and an additional 
15 per cent were slightly improved. From 70 to 73 per cent of the 
patients treated were improved. 

In the treatment of acne vulgaris, Diasio® observed improvement 
after calcium therapy and suggested viosterol in oil as an adjuvant to 
calcium therapy. In 1933, Doktorsky and Platt*® reported that acne 
responded favorably to treatment with 5,000 to 6,000 U. S. P. units of 
vitamin D. Of 35 patients, 31 showed 70 to 80 per cent improvement as 


5. Diasio, F. A.: The Value of Calcium in Dermatology, M. J. & Rec. 134: 
237, 1931. 

6. Brunsting, L. A.: Treatment of Psoriasis by Ingestion of Massive Doses 
of Vitamin D, Proc. Staff Meet., Mayo Clin. 13:280, 1939. 

7. Clarke, G. E.: Treatment of Psoriasis with Concentrated Viosterol, Arch. 
Dermat. & Syph. 41:664 (April) 1940. 

8. Doktorsky, A., and Platt, S. S.: Vitamin D in Treatment of Acne Vulgaris, 
J. A. M. A. 101:275 (July 22) 1933. 
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judged by actual count of pustules, and the others showed 40 to 50 per 


cent improvement. Pearce and Walker ’ reported good results also but 
expressed the opinion that vitamin A might be a factor. Hinrichsen and 
Ivy ™ treated 210 patients with acne vulgaris, using two levels of potency, 
one at 20,000 to 30,000 units and the other at 100,000 units (U. S. P.). 
Of the patients given the smaller doses, 20 per cent showed definite 
benefit in two to eight weeks. Of those that did not respond to the 
smaller doses, 30 per cent responded favorably to higher doses. Forty- 
five per cent of the total group were benefited. The authors concluded 
that vitamin D is not a specific remedy for acne but a valuable adjunct. 

Maynard treated acne vulgaris in 132 cases with viosterol in oil 
in daily doses ranging from 20 to 80 drops and obtained satisfactory 
results in 76 per cent of cases, as compared with 48 per cent 1mprove- 
ment with roentgen therapy. MackKee claimed that 85 per cent of his 
patients were cured by roentgen therapy. 

Vitamin D has been reported on favorably in connection with the 
treatment of several other cutaneous diseases. In 1932, Ludy, Devalin 
and Hart-Drant '' reported inhibition of blisters in cases of epidermolysis 
bullosa, and in the same year Ludy and Devalin '* reported complete 
involution of lesions in 6 cases of pemphigus treated with doses of 
viosterol in oil of + to 8 cc. daily. 

More recently, King and Hamilton '* reported complete control of 
lesions in a case of pemphigus observed for more than two years and 
treated with massive doses of vitamin D, and Tauber and Clarke ™ 
reported great alleviation of symptoms in 8 of 9 cases in which massive 
doses of concentrated viosterol in oil (from 100,000 to 500,000 U. S. P. 
units of vitamin D daily) were given. The latter authors expressed 
the belief that massive doses of vitamin D afford a simple and effective 
means of controlling the cutaneous lesions of pemphigus, even though 
these lesions appear with all their severity if a maintenance dose of 
vitamin D is not continued during observation. Cornbleet and Struck ?° 

9. Pearce, C. T., and Walker, L. W.: Case Reports of Vitamins A and D 
in the Treatment of Acne Vulgaris, J. Med. 15:567, 1935. 

10. Hinrichsen, J., and Ivy, A. C.: The Value of Irradiated Ergosterol in 
the Treatment of Acne Vulgaris, Ilinois M. J. 74:85, 1938. 

11. Ludy, J. B.; Devalin, C. M., and Hart-Drant, P.: Epidermolysis Bullosa, 
M. Clin. North America 16:169, 1932. 

12. Ludy, J. B., and Devalin, C. M.: Viosterol in the Treatment of Pemphigus, 
Urol. & Cutan. Rev. 36:817, 1932. 

13. King, H., and Hamilton, C. M.: Pemphigus Controlled by Vitamin D, 
Arch. Dermat. & Syph. 39:515 (March) 1939. 

14. Tauber, E. B., and Clarke, G. E.: Treatment of Pemphigus with Concen- 
trated Viosterol, Arch. Dermat. & Syph. 40:82 (July) 1939. 

15. Cornbleet, T., and Struck, H. C.: Calcium Metabolism in Scleroderma, 
Arch. Dermat. & Syph. 35:188 (March) 1937. 
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reported good results from treating scleroderma in 11 cases with 200,000 
to 300,000 U. S. P. units daily of vitamin D. Cornel '® studied the 
therapeutic action of high daily doses of vitamin D in a group of patients 
with eczema and found that there was rapid involution of diseased foci. 
He stated the belief that this was due to accumulation of calcium in 
the skin, with resultant improved cell metabolism. Topical application of 
vitamin D has been suggested by McLaughlin '* on the basis that it is a 
powerful cell stimulant in the presence of vitamin A. Vitamin D has been 
used locally in the treatment of wounds and ulcers. This subject has 
been well reviewed by Puestow, Poncher and Hammett.'* 


PRESENT STUDY 

To determine whether vitamin D is an effective treatment for 
psoriasis, it was decided to apply this therapy in a minimum of 50 
cases. A number of patients started on vitamin D therapy were dis- 
carded from the series because of lack of cooperation, leaving a net 45 
who followed instructions conscientiously and were under observation 
for a sufficient length of time to determine results. It was further 
decided that evaluation of the drug must be based (1) on its use alone 
in the treatment of psoriasis and (2) on its effect in making psoriasis 
more amenable to local applications and other therapeutic procedures. 
It is virtually impossible to break down the results so as to make clear 
the exact effects, the duration of freedom from psoriasis in those patients 
who responded, the effects of a second course of vitamin D on patients 
responding to the first course, etc., and I shall only attempt to summarize 
results and outline my own opinion as to the value of vitamin D from 
personal observations. Many variations in dosage were tried, the dosage 
varying chiefly with the weight and age of the patient and the degree of 
activity of the eruption. As a matter of fact, it was found to make little 
difference in the therapeutic effect whether 100,000 or 400,000 units 
was given daily. In 1 case, in which the eruption was especially active 
and extensive (details given in a subsequent paragraph), the patient was 
given 400,000 U. S. P. units daily for three months and after showing 
temporary improvement had during the course of treatment an outbreak 
of new lesions fully as widespread and severe as those she had had prior 
to institution of vitamin D therapy. As in the cases reported by Brun- 
sting and those tabulated by Clarke, all patients were treated during the 
colder months, so that climatic conditions would not influence the results. 


16. Cornel, M.: Vitamin D in Eczema, Gior. ital. di dermat. e sif. 76:89, 1935; 
abstracted, Wise, F., and Sulzberger, M. B.: Yearbook of Dermatology and 
Syphilology, Chicago, The Year Book Publishers, Inc., 1935, p. 446. 

17. McLaughlin, R. R. M.: Skin Vitamins: Vitamins A and D; Topical Appli- 
cations, M. Times, New York 67:303, 1939. 

18. Puestow, C. B.; Poncher, H. G., and Hammett, H.: Vitamin Oils in the 
Treatment of Burns, Surg., Gynec. & Obst. 66:622, 1938. 
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The results may be briefly summarized as follows: Six patients were 
temporarily cleared of psoriasis (13.3 per cent); 8 were definitely 
improved (17.8 per cent) ; 21 were slightly improved (31.6 per cent), 
and 10 were unimproved. 

Analysis of the results reveals no method of determining in advance 
which patients will respond to vitamin D therapy and which will not. A 
few patients were sufficiently enthusiastic about the results obtained to 
insist on starting vitamin D therapy again when they showed signs of 
relapse. For those who did not respond or responded only slightly, 
resumption of standard therapeutic procedures, such as roentgen therapy 
or application of chrysarobin ointment, resulted in no better therapeutic 
response than was observed in those who had not received vitamin D, 
in spite of the fact that the eruption in many cases seemed less active as a 
result of the vitamin therapy. In 2 patients with psoriasis and arthritis 
the arthritis was definitely improved, and in 1 of these the psoriasis 
cleared up. 

Study of the following 2 cases reveals the paradoxic effects that one 
nay expect. 

REPORT OF CASES 

Case 1—P. S., a Jewish merchant aged 44, had psoriasis of the hands, elbows 
and pubic area of many years’ duration and had been treated with roentgen therapy 
to the limit of tolerance and with chrysarobin salves, etc., without benefit. Vitamin 
D therapy, with a daily dose of 300,000 U. S. P. units (irradiated ergosterol) ,'** 
was instituted March 17, 1938. On April 4 he was definitely improved, and by 
June 2 he was almost clear of all patches. The eruption recurred in April 1939, 
and he was given 150,000 U. S. P. units daily, after which the eruption again 
definitely improved in one month. No new lesions appeared until December 1939. 
Resumption of vitamin therapy resulted in immediate improvement, and he has 
continued to take the vitamin in a dose of 50,000 U. S. P. units daily. 

Cast 2—J. F., a housewife aged 34, presented extensive chronic psoriasis 
which had failed to respond to any therapy, including roentgen irradiation and 
chrysarobin. Administration of vitamin D (irradiated ergosterol) was started 
Feb. 4, 1938, in a daily dose of 400,000 U. S. P. units. This was continued to 
March 25, at which time she complained of headaches, backache and a_ shaky 
feeling. At this time the patches were definitely improved, showing paling and 
central clearing. After a short rest period, treatment was started again with 
vitamin D in a daily dose of 300,000 U. S. P. units, and while continuing this 
treatment she had a widespread acute outbreak of psoriasis (April 29). Vitamin D 
therapy was discontinued. 

One patient whose condition had been diagnosed as pustular psoriasis 
of the palms and soles by Dr. Earl Osborne (with which diagnosis I 
concurred) was given 300,000 U.S. P. units of vitamin D (irradiated 
ergosterol) daily for three months, without other therapy. All lesions 
disappeared, and there has been no recurrence in eighteen months. The 
patient had failed to respond to roentgen therapy, chrysarobin ointments 
and arsenic given by mouth and by injection. 


18a. The preparation used was concentrated viosterol in oil (Merrell). 
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I shall briefly review the results obtained with acne vulgaris. Twenty- 
five patients were selected, 10 of whom had had no previous therapy 
and 15 of whom had had all types of treatment, including roentgen 
therapy. The dose of vitamin D varied from 50,000 to 300,000 U. S. P. 
units daily, and the response did not seem to depend on the size of the 
dose. As was reported by Doktorsky and Platt,* there was a diminution 
in the number of pustules in 64 per cent of the cases, but not a single 
patient was cured by vitamin D alone. In those who improved there was 
an increase in pustule formation as soon as administration of vitamin D 
was discontinued. 

Two patients with pemphigus vulgaris received from 300,000 to 
400,000 U. S. P. units of vitamin D (irradiated ergosterol) daily. One 


A, acne vulgaris before treatment with vitamin D. B, improvement after treat- 
ment for two months with massive doses of vitamin D. Relapse occurred after 


treatment was discontinued. 


patient, under treatment for four months, became rapidly worse and 
eventually died. The other patient, on whom the lesions were limited in 
extent, has been under treatment for six months and has shown a partial 
involution of old lesions and no tendency to development of new blebs. 


REACTIONS 


As was pointed out by Reed, Struck and Steck,'* the voluminous 
discussion of the toxic effects of vitamin D has been complicated by a 
number of confusing factors, and a “standard terminology is lacking.” 

19. Reed, C. I.; Struck, H. C., and Steck, I. E.: Vitamin D: Chemistry, 
Physiology, Pharmacology, Pathology, Experimental and Clinical Investigations, 
Chicago, University of Chicago Press, 1939. 
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The subject of toxic effects is entirely too broad to discuss here, and | 
shall record only the reactions observed in patients taking irradiated 
ergosterol. Four complained of frequent micturition; 3 of nausea; 6 of 
gastric disturbances; 1 of headache, backache and a “shaky feeling”; 
1 of loss of appetite and loss of weight, and 1 of acute nephritis which was 
regarded by his family physician as due to other causes. 

Patients taking fish oil (natural) vitamin D frequently complained of 
regurgitation and a fish oil taste. 

In a few cases determinations of the level of blood calcium were 
made at intervals, the results of which are shown in the table. 

It will be noted from the table that each of the 4 patients in whose 
cases repeated determinations of the value for blood calcium were made 
had concentrations above normal. A study of blood calcium was made 


Calcium Determination in Cases of Psoriasis * 


Daily Dose of 
Vitamin D, Value Prior to Second Third Fourth 
Case U.S. P. Units Treatment Value Value Value 


16 200,000 11.8 14.02 11.9 
(12/15/37) (3/28/38) (9/6/38) 
Vitamin D stopped 
300,000 11.6 13.0 Refused further tests 
(4/25/38) (5/31/38) 
300,000 11.3 11.5 14.0 11.5 
(12/21/37) (1/12/38) (3/31/38) (9/8/38) 
Vitamin D stopped 
200,000 11.6 3; 15.5 Did not return 
(1/24/38) 2/8/38 (4/25/33 


* All calcium studies were made at the Research Institute of Cutaneous Medicine. 


of 8 additional untreated patients, and the average value in the 12 cases 
before treatment was 11.1 mg. per hundred cubic centimeters. The 4 


patients whose cases are recorded in the table all received irradiated 


ergosterol and in each the calcium concentration was increased by the 
taking of vitamin D. It was decided to study 1 patient receiving the 
maximum daily dose as to the effect on the calcium deposits in tissues 
and bones and the possible production of renal calculi. The patient in 
case 2 was selected, as she received 400,000 U. S. P. units daily for 
three months and eventually suffered from headache, backache and 
extreme nervousness, with a feeling of “shakiness.” Roentgen studies 
of the bones showed neither an increase in calcification nor decalcification 
of bones; there were no calcium deposits in the tissues, and there was 
no evidence of the formation of calculi. One patient became acutely 
ill while taking 300,000 U. S. P. units of vitamin D daily, and his 
family physician reported that he had acute nephritis. Owing to the 
fact that this patient lived at some distance, it was never possible to 
check this diagnosis or to ascertain whether there was some other cause 
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for his illness. He made a complete recovery and has remained free of 
psoriasis for more than a year. By the majority of patients treated 
vitamin D was well tolerated, and in those with acne, the majority of 
whom were from 15 to 25 years old, there was not a single reaction 
worth noting except occasional frequency of micturition or slight nausea. 


COM MENT 


It might be claimed that a treatment which will cause the lesions of 
psoriasis to disappear, even temporarily, in 6 of 45 cases and bring about 
definite improvement in an additional 8 cases is worthy of application, 
but it must be remembered that psoriasis is a capricious disease and 
subject to spontaneous remission. It is possible that an equal number 
of untreated controls would show like changes in the course of their 
disease. Unless new facts come to light it would seem that vitamin D 
is not to be recommended for the treatment of psoriasis, owing to the 
lack of specificity, the impermanence of improvement when achieved and 
the considerable cost. Furthermore, while only one serious reaction, 
and that one somewhat questionable as to origin, occurred in my series 
of cases, fatalities have been reported, although it is admitted that “the 
incidence of intoxication in human subjects is relatively low.” 

In the treatment of acne vulgaris, Maynard obtained satisiactory 
results in 76 per cent of cases, but Maclhee *° claimed that 85 per cent 
of his patients are cured by roentgen therapy with no deleterious effects. 
Furthermore, it is my experience that the improvement observed in acne 


vulgaris continues only as long as the patient is taking vitamin D and 


that cures are not to be expected. It would appear, however, that vitamin 
D) may be a helpful adjunct to other therapy. 

In the management of pemphigus, reported results indicate that 
massive doses of vitamin D offer as much relief as any other known 


method of treatment. 


SUMMARY AND CONCLUSIONS 

Six of 45 patients with psoriasis were temporarily cleared of lesions, 
and 8 were definitely improved by ingestion of massive doses of 
vitamin D. 

Vitamin D treatment is by no means specific for psoriasis, may give 
rise to occasional reactions and is expensive. : 

Vitamin D in moderate doses is at times a helpful adjunct in the 
treatment of acne vulgaris, but given alone it is not curative. 

Reported results indicate that the effects of massive doses of vitamin 
D in the treatment of pemphigus vulgaris may, at least temporarily, 
control the outbreak of lesions. 


20. MacKee, G. M., in Symposium on the Practical Management of Acne 
Vulgaris, J. Invest. Dermat. 3:143, 1940. 
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ABSTRACT OF DISCUSSION 

Dr. Louis A. BruNstING, Rochester, Minn.: It is difficult to appraise properly 
the results of treatment of such a capricious disease as psoriasis, particularly when 
vitamin preparations are concerned. The same may be said of the use of endocrine 
products or enzymes, because there are no fixed standards by which results can be 
estimated. 

The original report of Ceder and Zon was enthusiastic, but it is possible 
that at that time a preparation of vitamin D was used which differed in some 
respects from the purified product available today; for example, there were 
numerous systemic reactions and an almost universal elevation of the calcium 
content of the blood. These changes may have brought about beneficial results 
hy nonspecific effect, too. 

In my experience there was no significant alteration of the level of calcium 
in the blood, and severe reactions were absent, with one exception. A man with 
psoriasis who had been taking large doses of crystalline vitamin D for several 
weeks suddenly lost his appetite, became nauseated and vomited. He was listless, 
and there was an unusual degree of pallor, but no fever. Physical examination and 
laboratory studies showed no abnormalities. Within a week he had recovered, 
and by that time the skin was entirely clear of lesions. 

In another connection the question has been brought up as to a_ possible 
difference in the action of natural concentrated fish oils as compared with synthetic 
preparations of vitamin D, The natural oils usually contain a considerable amount 
of vitamin A. 

Patients with psoriasis are improved in the summer or after exposure to 
artificial ultraviolet radiation, and it is logical to assume that perhaps in this 
disease there is some disturbance of the ability to absorb or to utilize vitamin D. 
Further observations on the effect of administration of this material in selected cases 
are desirable. Concentrated vitamin D should be administered with caution and 
not at all to persons who are past middle age, those who have renal stones or 
those who show evidences of calcification of the blood vessels, especially of the 
aorta. Lately I have limited its experimental use to certain groups of psoriatic 
patients, particularly those with exfoliative dermatitis, pustular psoriasis or 
extensive psoriasis with associated arthritis. In these conditions the addition of 
vitamin D therapy to the usual program of treatment for psoriasis is sometimes of 
definite help. 

Dr. E. B. Tauser, Cincinnati: Dr. Wright referred to the Cincinnati report 
of the dermatologic group which concerned a series of 141 cases; 34 patients were 
given the concentrated natural fish oil, 50,000 units, and 107 were given the syn- 
thetic preparation, which contained only vitamin D. All of these patients were 
given not less than 300,000 units per day. Some of them were given 400,000 
units per day for four months. Except for mild reactions, such as headache, 
nausea and regurgitation, no untoward results were noticed. 

There were twenty-two members of the society making this study, and the 
report was a composite picture of their cases of psoriasis that had been in 
existence for anywhere from four to sixteen years. 

The results as far as the involution of psoriasis was concerned were dis- 


appointing; only 16 patients, or 12 per cent, improved. These studies were all 
made beginning in the fall of 1937, so that the patients were treated in the colder 
months. We checked again in the winter of 1939, and, strange to say, 12 of those 
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16 patients not receiving vitamin D or any treatment had improved. We thought, 
therefore, that possibly we were a little bit enthusiastic in reporting the 12 per 
cent improvement. 

We evaluated very carefully. Each member would state “improved” or “not 
improved.” Then we checked. That is the way we arrived at our results. Our 
evaluation, compiled by Dr. George Clarke, I think, is a careful analysis of these. 
Our conclusions were that massive doses of vitamin D produced no untoward 
results, but the benefits as far as psoriasis was concerned were rather below 
those observed with any of the methods that we have employed routinely for 
many years. 

Dr. Marion B. SuLzBerGerR, New York: Based on my own experience, which 
for a certain period consisted in treating about half of my patients with acne or 
psoriasis with vitamin D concentrate and half without, my impression was that 
there was no difference in the course of the two series. 

I do not recall whether Dr. Wright mentioned in his presentation the use of 
highly concentrated vitamin D preparations or dihydrotachysterol in cases of 
impetigo herpetiformis. Dihydrotachysterol is supposed to be practically specific 
for that disease. Moreover, the therapeutic results from use of dihydrotachysterol 
in cases of impetigo herpetiformis have really changed the concept of the 
pathogenesis of the disease. That is to say, instead of considering the condition 
simply a toxicosis of pregnancy, one now holds it to be due to destruction or at 
least to decided damage to the parathyroid tissue occurring during pregnancy. 
There is a relation to tetany, and in most of the cases the condition can be cured by 
administration of dihydrotachysterol. 

I should like to call attention to one other disease in which dihydrotachysterol 
has recently been reported to be beneficial. 

At the Mount Sinai Hospital in New York a group of investigators, including 
Silbert, have just reported a small series of cases in which malignant sclero- 
dactylia or malignant progressive scleroderma was treated with dihydrotachysterol 
with encouraging results. 

Of course, one must know exactly what one is doing when one uses a potent 
and potentially toxic drug, such as dihydrotachysterol. However, for these ordi- 
narily hopeless conditions, such as impetigo herpetiformis and malignant sclero- 
derma, and also for other commonly fatal or severe incurable dermatoses, the 
careful, rational trial of dihydrotachysterol is warranted. 


Dr. Carrot S. Wricut, Philadelphia: Dr. Brunsting brought out a point that 
I think is important and that I mentioned in my paper. That is, the day may 
come when one will be able to select certain types of psoriasis which should respond 
favorably to this vitamin D therapy. In my paper I referred to 1 case of pustular 
psoriasis. The patient had also been seen by Dr. Earl Osborne in Buffalo, who 
made the same diagnosis. She had been treated by every known method of treat- 
ment, including arsenic medication, roentgen therapy and local applications. The 
condition cleared up entirely and has remained clear for a year and a half ‘since 
the taking of massive doses of vitamin D. 

I have been waiting for another, similar patient to try this therapy on, to 
see whether the result was just good luck or due to vitamin D. I wish to empha- 
size the aforementioned case particularly because some of you may have cases of 
pustular psoriasis and wish to try the treatment. 

I agree with Dr. Tauber that this method of treatment has not given results 
superior, if equal, to those of other available methods. 





Clinical Notes 


AN UNUSUAL CASE OF LICHEN PLANUS 
Davin B. Morcan, M.D., anp CuHarctes C. DENNIE, M.D., KANsAs City, Mo. 


A great deal of dermatologic literature has been devoted to lichen planus, 
especially as to methods of treatment and hypotheses concerning its causation, but 
comparatively few unusual cases have been recorded. 

Nowhere have we been able to find any description of lesions of lichen 
planus simulating porokeratosis or intraepidermal epithelioma. For that reason 
we wish to report a case in which the condition clinically resembled both of 








Fig. 1—A solitary lesion of lichen planus mistaken for porokeratosis ( Mibelli) 
and intraepidermal epithelioma (actual size). 


these diseases (fig. 1) but certainly had none of the characteristics which we had 
associated with lichen planus and would not have been correctly diagnosed if 
histologic examination had not been made. 


REPORT OF CASE 


R. S., a white man aged 45, came to our office on May 11, 1940 for diagnosis and 
treatment of a cutaneous lesion which had been present for three years on the 
lower half of his right leg. It had developed from a slight scratch incurred while 
he was at work as a construction engineer. 

The lesion had begun as a small, red papule and had grown slowly but steadily, 
so that at the time of his visit to us it was roughly 4 to 4.5 cm. in diameter. The 
patient did not complain of any subjective symptoms. 

The dermatologic examination disclosed a solitary, moderately infiltrated, non- 
elevated plaque, with an atrophic center and a sharply demarcated, elevated border, 
located on the outer anterior aspect of the lower half of the right leg. The main 
body of the lesion was yellowish red, through which were scattered reddish 
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brown papules and telangiectases. The epidermis appeared rather thin and shiny. 
The papules did not show any evidence cf “apple jelly” areas on diascopic pres- 
sure. The border of the lesion was a sharply demarcated, brownish red ridge, 
2 mm. in height above the main body of the lesion and serpiginous in outline. 

No other lesions were present on the skin or cn the mucous membranes. The 
serologic reactions of the blood were negative. 

Clinically our impression was porokeratosis (Mibelli), although we did not 
believe the case to be a typical one. A kodachrome picture of the lesion was 
shown to several outstanding dermatologists at the annual meeting of the American 
Dermatological Association, in 1940, and they expressed the opinion that the lesion 
was probably an intraepidermal epithelioma. 





| 
| 





Fig. 2——Appearance of the section taken from below the ridged border of the 
lesion (low power). The infiltrate lies high in the papilla, next to the epidermis 
and below the hyperkeratotic area. 


Later a specimen for biopsy was taken from the border of the lesion, and 
the microscopic examination showed that hyperkeratosis was present, with plugging 
of a follicular opening. The granular layer was thickened throughout the section. 
The stratum mucosum showed acanthosis through broadening of the pegs. The 
prickle cells also displayed moderate intracellular and extracellular edema. In 
one area the basement membrane was poorly delimited, as it appeared to be 
invaded by a dense infiltrate of lymphocytes and mononuclear cells, lying high in 
the papillary layer. The blood vessels showed some dilatation in the upper part 
of the corium and were surrounded by lymphocytic collarets. The sweat glands were 
somewhat hypertrophied. The fibrous tissue was thickened and contained a 
moderate amount of hyalinizaticn. 
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This microscopic picture seemed to us compatible only with lichen planus. 
[he section was then examined by two well known dermopathologists, who 
confirmed our opinion. 

Solid carbon dioxide was first applied to a portion cf the lesion, and this seemed 
to retard activity in the border and stop the progression of the disease. Then 
it was decided to inject a solution of 1 per cent procaine hydrochloride intra- 
epidermally into the border of the lesion and adjacent skin, since this will bring 


about temporary ischemia, with possible death of the part. This method produced 


Fig. 3—The lymphocytic character of the rather sharply demarcated infiltrate 
in the papillary layer of the corium, which appears to be invading the basement 
membrane of the epidermis (high power). Moderate intracellular and extra- 
cellular edema of the cells of the rete is present. The intracellular bridges are 


rather prominent. 


less tissue trauma than the use of solid carbon dioxide and seemed to decrease 


greatly the distinctive markings of the lesion for several weeks. However, after 


removal of the crusts produced by both types of treatment, the solid carbon dioxide 
method seemed to show more permanent and effective results. 
We have not been able to continue treatment of this lesion, as the patient 


has moved to another part of the United States for several months. However, we 
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feel that the repeated injection of procaine hydrochloride may produce the desired 
end results with less scarring than application of solid carbon dioxide with pres- 


sure. 
SUMMARY 


A case of a solitary lesion of lichen planus has been presented that clinically 
resembled both porokeratosis (Mibelli) and intraepidermal epithelioma. 


CHONDRODERMATITIS NODULARIS CHRONICA HELICIS 
Kurt JAENICKE, M.D., CLiinton, Iowa 
The relative infrequency of chondrodermatitis nodularis chronica helicis, or 


painful nodule of the ear, in members of the female sex has been commented on by 
various writers. Sutton and Sutton cited Poth’s! examination of the literature in 
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Chondrodermatitis nodularis chronica helicis. 


1937. He collected 73 cases, in only 7 of which the lesion was in women. 
MacKenna,? describing this entity, stated that he had “never seen these nodules on 
a woman’s ear.” The vast clinical material at his disposal emphasizes the rarity 
of the condition among females. I should like to add the report of a typical case 
which has recently come under my observation. 


REPORT OF A CASE 


History.—Sister B. M., a white nun aged 30, in September 1940 sought advice 
for a growth on the ear which had been causing her much annoyance for the 
previous four months. At that time she noticed the development of a small 
“pimple” on the rim of the left ear. The nodule caused spontaneous pain, 
described as a “throbbing ache,” and was exquisitely tender on touch. She was 
unable to sleep on her left side, because burying the head in a pillow at once set 


1. Poth, D. O.: Sex Incidence of Chondrodermatis Nodularis Chronica Helicis: 
Case Reports, Texas State J. Med. 33:19-21 (May) 1937. 

2. MacKenna, R. W.: Diseases of the Skin, revised and edited by R. M. B. 
MacKenna, ed. 3, Baltimore, William Wood & Company, 1933, p. 449. 
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up pain in the lesion. The nodule gradually grew in size. Her general health was 
good, and there was no history of any serious past ailments. She could assign 
no cause for the presence of the tumor, and there was no history of trauma. 
Examination.—There was present on the anterior surface of the rim of the 
auricle, about 2 cm. above the middle of the tragus, a moderately elevated nodule 
2 mm. in diameter. The round, convex, hard nodule was firmly attached to the 


underlying cartilage. It was grayish red and was surrounded by a hyperemic 


halo half the width of its diameter. An adherent scale covered its surface. At no 
time was there any bleeding or discharge. The nodule was painful when touched 
with a blunt probe, the pain being severe enough to cause the patient instinctively 
to draw away from the probe. 


Treatment.—Electrodesiccation followed by curettage was curative. 


SUMMARY 
A case of chondrodermatitis nodularis chronica helicis in a woman is reported 
because of the relative infrequency of this condition in the female sex. 


419 South Second Street. 





Correspondence 


ULCERATIVE REACTION TO MEDICATION 
FOR IMPETIGO 

To the Editor:—The clinical note by Dr. Leon Goldman on “Ulcerative Reac- 
tion from Gentian Violet in the Treatment of Impetigo Contagiosa” (ArcH. 
Dermat. & SypnH. 42:1122 [Dec.] 1940) reminded me of similar lesions which 
I have seen in a few patients following the use of a 3 per cent solution of cupric 
sulfate in the treatment of impetigo. These lesions had thick, adherent crusts and 
were surrounded by narrow rings of red, edematous skin. Pressure on the center 
of the crusts caused oozing of a thick yellow pus from under the edges. The crusts 
were so firmly attached that they could be removed only with scissors and forceps, 
leaving a necrotic base bathed in a purulent discharge. 

As I noticed this reaction in only a few of the many lesions of impetigo which 
I have treated with a solution of cupric sulfate, I assumed that in these cases it 
was due to an especially dermonecrotic strain of staphylococcus rather than to 
the drug, but like Dr. Goldman I did not make bacteriologic studies. The ulcera- 
tions which he described may be explained in the same manner. 

Another possible explanation is that solutions of both gentian violet and cupric 
sulfate are astringent and form a firm crust which prevents drainage of secretion, 
thereby forcing the infection into deeper tissues. Although the lesions in my 
patients were apparently deep necrotic ulcerations, much to my surprise, they 
finally healed without any permanent scarring. If Dr. Goldman observes his 
patients for several months he may find that their scars will also finally disappear 
completely. Henry D. Nites, M.D., New York. 








CORRECTION 
In the report of the April 2, 1940 meeting of the New York Academy of Medi- 
cine, Section of Dermatology and Syphilis, in the November issue (AkcCH. DerMat., 
& SypH. 42:957, 1940), it is indicated on pages 961 and 966 that Dr. B. F. Felden 
was present by invitation. This was an error; Dr. Felden has been a member 
of the society for a number of years. ’ 





News and Comment 


AMERICAN BOARD OF DERMATOLOGY AND 
SYPHILOLOGY 


At the recent meeting of the American Board of Dermatology and Syphilology 
in Chicago, 65 candidates were examined. Of these, 45 passed, 12 were con- 
ditioned and 8 failed. Up to the present, 553 diplomates of the Board have been 
certified. 

Dr. Henry E. Michelson was elected to the board as representative of the 
American Dermatological Association in place of Dr. Arthur W. Stillians, who 
retired, and Dr. Bedford Shelmire was elected as a representative of the American 
Academy of Dermatology and Syphilology in place of Dr. Harold N. Cole, who 
retired. 

Much progress has been made in the co-operative survey of the graduate- 
training facilities of this country, and a majority of the questionnaires are now in 
the hands of the Committee on Education. 

Changes were made in the booklet of information published by the board, and 
a new bocklet will be issued shortly. 

The rush of requests for the sets of histopathologic slides maintained by the 
Army Medical Museum makes it advisable that candidates who intend to take 
the next examination have their applications in the hands of the secretary of the 
board as soon as possible and that application for the slides be made early in 
order that some of the candidates will not be deprived of the opportunity of using 
the slides before the examination. 

The next meeting of the board will be just before that of the American 
Academy of Dermatology and Syphilology in December 1941 or January 1942, 
but if sufficient applications are received before March 1, 1941 to make it worth 
while for the board to hold the examination at the time of the meeting of the 
American Medical Association, such an examination will be held. 

The candidates certified at the iast meeting of the board are as follows: 
Rudolf L. Baer, New York; Richard J. Bailey, Spokane, Wash.; Valentine C. 
Baker, New York ; Morris ID. Bauman, Brooklyn; Frederick W. Birkman, White 
Plains, N. Y.; John R. Brayton, Indianapolis; Joseph Brumberg, Buffalo; Henry 
A. Brunsting, Toledo, Ohio; Orlando Canizares, New York; Fortunato A. Diasio, 
New York; Ervin H. Epstein, Oakland, Calif.; Russell J. Fields, Washington, 
D. C.; William K. Ford, Rockford, I!l.; Samuel B. Frank, New York; C. Wendell 
Freeman, Washington, D. C.; Frank M. Gastineau, Indianapolis; John H. Harris, 
New York; Harley A. Haynes, Akron, Ohio; John A. Hookey, Detroit; Don E. 
Kelly, Indianapolis; Margaret M. Klumpp, New York; John H. Labadie, Portland, 
Ore.; Juan Larralde, New York; F. Philip Lowenfish, New York; Gerald F. 
Machacek, Long Island City, N. Y.; Samuel R. Mercer, Fort Wayne, Ind.; 
Richard J. McDonald, Paterson, N. J.; Ruben, Nomland, Iowa City; Harold Orr, 
Edmonton, Alberta, Canada; Stephen T. Parker, Seattle; Clarence H. Peachey, 
Rochester, N. Y.; Allen W. Pepple, Richmond, Va.; Hermann K. B. Pinkus, 
Monroe, Mich.; Raymond J. Rickloff, Erie, Pa.; Saul S. Robinson, Los Angeles ; 
Lionel C. Rubin, New York; Bertram Shaffer, Philadelphia; Joseph M. Shelton, 
Washington, Pa.; R. Earle Smith, Grand Rapids, Mich.; Carmen C. Thomas, 
Philadelphia; John R. Thrasher, Indianapolis; Maurice M. Tolman, Boston; 
Barney D. Usher, Montreal, Canada; Ashton L. Welsh, Cincinnati, and Donald 
J. Wilson, Omaha. 
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AMERICAN ACADEMY OF DERMATOLOGY AND 
SYPHILOLOGY 


The third annual meeting of the American Academy of Dermatology and 
Syphilology was held at the Palmer House, Chicago, Dec. 8 to 11, 1940. 

The first day, Sunday, was devoted to registration and four special courses 
in histopathology, mycology, roentgen ray and radium therapy and photography, 
which convened for six hours. These courses were filled to capacity. The courses 
in histopathology, mycology and roentgen ray and radium therapy also convened 
for three hours on Tuesday morning, December 10. 

The scientific program was marked by the appearance of four outstanding 
physicians in other lines: Dr. Cyrus C. Sturgis, professor of medicine, University 
of Michigan, who gave a lecture on “Diseases of the Blood and Blood-Ferming 
Organs”; Dr. K. K. Jones, department of physiology and Pharmacology, North- 
western University Medical School, who spoke on “Fat Metabolism in the Skin”; 
Dr. Elmer L. Sevringhaus, professor of medicine, University of Wisconsin, who 
talked on “Endrocrines and Their Relation to Dermatology,” and Dr. William 
F. Petersen, professor of pathology, University of Illinois, who conducted a 
round table discussion on “Environment and Variability of Skin Reactions” and 
gave a lecture on “The Patient, His Skin and the Weather.” The clinical session 
was held on Monday afternoon at the University of Illinois College of Medicine. 
There were twenty-one clinical presentations, and, in addition, many rare der- 
matoses were presented. Discussion of the rare dermatoses occurred in the 
evening. 

Luncheon round table discussions were held on Monday, Tuesday and Wednesday 
on all subjects covered in the clinical presentations and on others of greatest 
interest to the majority of dermatologists from an educational standpoint. 
Symposiums on four subjects were presented: physiology and chemistry of the 
skin, pharmaceutic therapeutics, allergy and syphilis. Under each of these titles 
the more recent advances in each field were presented by physicians particularly 
qualified to do so. A new feature introduced this year of particular interest to 
the average dermatologist was a round table discussion of dermatopathologic 
subjects. Physicians attending presented slides and clinical histories to a board 
of experts for their opinion. 

The annual banquet and entertainment was held on Tuesday evening, December 
10, with a large and enthusiastic attendance. It was decided to hold the next meeting 
in New York, probably in January 1942. Attendance at the meeting was approxi- 


mately 500. 


ASSOCIATION OF DERMATOSYPHILOLOGISTS OF 
GREATER NEW YORK : 


A new association was organized in the city of New York on Nov. 13, 1940, 
known as the Association of Dermatosyphilologists of Greater New York, As 
stated in the constitution, the purposes of the association are the fostering and 
maintaining of the interests of dermatosyphilologists. Its purposes do not include 
the scientific aspect of the specialty. 

The following officers were elected for the ensuing year: president, Dr. Howard 
Fox; president-elect, Dr. George M. MacKee, and _ secretary-treasurer, Dr. 
Maurice J. Costello. The following members were elected to the executive com- 
mittee to serve for terms of one to five years: Dr. Herman Sharlit (Chairman), 
Dr. George C Andrews, Dr. Frank C. Combes, Dr. Maurice J. Costello, Dr. 
John C. Graham, Dr. Samuel M. Peck, Dr. Timothy J. Riordan, Dr. Marion B. 
Sulzberger and Dr. Eugene F. Traub. 





NEWS AND COMMENT 163 


Special committees have been appointed which are working on urgent problems 
confronting the specialty of dermatology and syphilology. The first of these 
problems, which has already been satisfactorily solved, was to urge the appointment 
of dermatosyphilologists to Medical Advisory Boards, functioning in the admin- 
istration of the National Defense Program. ‘The following problems are also 
being studied : 

1. The satisfactory adjustment of the difficulties encountered in the practice of 
dermatosyphilology under the Workmen’s Compensation Law. 

2. The effort to seek the cooperation of hospital officers and physicians in 
charge of outpatient departments in directing patients with compensable dermatoses 
to private offices of physicians, for diagnosis and treatment. 

3. The elimination of the constant violations of the Medical Practice Act by 
lay practitioners and corporations in the treatment of cutaneous diseases. 

4. The clarification of the status of the dermatosyphilologist, under the various 
prepayment plans for medical service. 

Physicians who are eligible for membership include diplomates of the American 
30oard of Dermatology and Syphilology and those who have a rating of SH 
or XH to practice under the Workmen’s Compensation Law. Other physicians 
may qualify for membership on the acceptance of their credentials by the executive 
committee. It is planned to incorporate the association in the near future. 


THE AMERICAN SOCIAL HYGIENE ASSOCIATION, INC. 


“So Long Boys,” a new leaflet about syphilis and gonorrhea, designed for the 
information of young men about to enter the Army and Navy, was recently 
released by the American Social Hygiene Association, Inc. 

Written by Dr. Walter Clarke, executive director of the American Social 
Hygiene Association, Inc., this leaflet will give the boy about to join a military 
organization the essential facts about syphilis and gonorrhea and the prevention 
of these diseases. 

Publication and free distribution of “So Long Boys” are one of a number of 
projects planned by the American Social Hygiene Association, Inc., in cooperation 
with the Army, Navy, United States Public Health Service and other government 
and voluntary agencies, as part of the national defense program to protect military 
and industrial personnel from the health-destroying and morale-breaking diseases 
syphilis and gonorrhea. The Fifth National Social Hygiene Day, February 5, 
will emphasize the need of reducing commercialized prostitution to a minimum and 
of keeping the rates of venereal disease as low as possible in the Army, Navy 
and industrial defense personnel. 

Social hygiene societies, health departments and church and civic groups are 
urged to see that every young man has a copy of “So Long Boys” before he 
leaves home. Additional copies may be secured, without charge, from the American 
Social Hygiene Association, Inc., 1790 Broadway, New York. 


DEATH NOTICES 


The Dermatologic Society of Rosario, Argentina (branch of the Argentina 
Association of Dermatology and Syphilology) regretfully announces the death of 
its honorable president and founder, Professor Enrique P. Fidanza, which occurred 
on April 25, 1940. 


Dr. John T. Bowen died Dec. 3, 1940, at his home in Boston. 











Abstracts from Current Literature 


Epitep By Dr. HERBERT RATTNER 


DENTAL DEFECTS IN CONGENITAL SYPHILIS. B. G. ANverson, Am. J. Dis. Child. 
57:52 (Jan.) 1939. 


The author studied the developmental dental defects found in the permanent 
teeth of 8 patients with congenital syphilis. None of these patients had received 
antisyphilitic therapy either previous to or during the time that the affected teeth 
were developing. From this study he believes that the dental defects associated 
with congenital syphilis show wider variations than is generally known. In each 
of the patients the eight incisors, four cuspids and four permanent molars were 
involved whenever they were present. The most chacteristic features of the 
abnormality seen clinically were: (1) the undersized, malformed appearance of 
the teeth, (2) the contracted appearance of the mamillons, marginal ridges and 
cusps of the incisors, cuspids and molars and (3) a peculiar open bite malocclusion. 


CONGENITAL ENLARGEMENT OF THE EXTREMITIES. Moses Cooperstock, Am. J. 
Dis. Child. 57:309 (Feb.) 1939. 

After pointing out that all types of overgrowth of the extremities are often 
designated as elephantiasis, the author proceeds to discuss the three chief types of 
congenital enlargement. 

The first type is congenital lymphedema, or lymphangiectasis, and occurs 
either in the simple or in the familial (Milroy’s disease) form. The second form 
is termed congenital hemangiectatic hypertrophy and is due to abnormal vascu- 
larity involving either the veins alone or the veins and arteries. Actually in most 
cases the condition is due to abnormal arteriovenous anastomoses. This condition 
is often associated with an enlarged heart and an excessive overgrowth of the 
bones of the involved extremity. The third type is von Recklinghausen’s neuro- 
fibromatosis, in which either a large molluscum fibrosum or a plexiform neuro- 
fibroma involves the soft tissue of the extremity. Pigmented areas of café au lait 
color are often present on the skin. 

Roentgen examination of these different types is discussed. The author states 
the belief that it offers valuable aid in differentiating the various types of con- 
genital enlargement of an extremity. 


NEUROFIBROMATOSIS WITH MALIGNANT THORACIC TUMOR AND METASTASIS IN A 
Cuitp. G. Maxstm, J. C. HentHorne and H. K. Atresacn, Am. J. Dis. 
Child. 57:381 (Feb.) 1939. 

This report is of a case of von Recklinghausen’s neurofibromatosis in which 
malignant transformation occurred. Such transformation is probably not suffi- 
ciently appreciated by dermatologists. However, it occurs in about 13 per cent 
of all cases of neurofibromatosis. 


MELANOMATOSIS OF THE SKIN AND CENTRAL Nervous SySTEM IN INFANTS: A 
CoNGENITAL NEUROCUTANEOUS SYNDROME. J. C. Witcox, Am. J. Dis. Child. 
57:391 (Feb.) 1939. 

This report concerns a 5 week old infant who had melanomatosis involving 
both the central nervous system and the skin (bathing trunk nevus). There was 
melanomatous involvement of the choroid plexus and of the pineal gland. The 
author states the belief that this syndrome arises from a primary ectoblastic defect 
and should be considered as a fourth member of congenital ectodermosis. The 
other three syndromes are tuberous sclerosis, von Recklinghausen’s neurofibroma- 
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tosis and hemangiomas of the meninges associated with similar nevi of the skin. 
The case is similar to the one reported by Netherton (Netherton, E. W.: Exten- 
sive Pigmented Nevus Associated with Primary Melanoblastosis of Leptomeninges 
of Brain and Spinal Cord, Arcu. Dermat. & SypH. 33:238 [Feb.] 1936). 


CLosE SvuccEessION oF CASES OF ERYTHEMA NoposuM OF NONTUBERCULOUS 
PATHOGENESIS. H. ErnperG and O. Gasinus, Am. J. Dis. Child. 57:1012 
(May) 1939. 


This paper by Swedish investigators deals with a series of 20 cases of erythema 
nodosum in which tuberculosis was excluded as an etiologic factor. The exclusion 
of tuberculosis was made on the basis of negative results to tuberculin tests, normal 
roentgenograms of the lungs and, in 1 fatal case, careful postmortem examination. 
In these cases, the authors believe, erythema nodosum was an allergic manifesta- 
tion following pharyngitis. 


PAPULONECROTIC TUBERCULOSIS IN CHILDREN. J. C. Bernster1n, Am. J. Dis. Child. 
57:1260 (June) 1939. 


In a well presented article Bernstein points out that in the exanthematous types 
of cutaneous tuberculosis the type of lesion encountered depends on the site of 
embolism. If the smaller and finer arterioles are involved, lichenoid tuberculosis 
is the result. If the larger arteries in the cutis are the seat of the embolism, papu- 
lonecrotic tuberculosis develops. If the process develops about the larger arterioles 
or arteries deep in the cutis or in the fatty layer, erythema induratum occurs. If 
many diffuse, deep arteries are thrombosed, the nodose type of erythema induratum 
develops and ulceration does not occur. He particularly stresses a fact forgotten 
or neglected by many dermatologists, namely, that whenever a patient presents a 
form of exanthematous tuberculosis that patient must be considered as having 
definite internal tuberculosis and, further, that the ultimate outcome of such gen- 
eralized tuberculosis depends on the extent of the visceral parenchymatous 
involvement. 


GrincivAL Tumor oF NEwsORN. J. Batractia and T. J. Curpney, Am. J. Dis. 
Child. 57:1404 (June) 1939. 


A rare case of gingival tumor in a newborn infant is described. This always 
occurs at the line of closure of the mandible or the maxilla. These tumors are 
benign and usually solitary. Histologic examination revealed xanthoma cells or 
lipoid histiocytes. The literature is briefly reviewed. 


NELson PAut ANpERSON, Los Angeles. 


ARSPHENAMINE Liver INyJury MoprFiep By Diet, PROTEIN AND CARBOHYDRATE 
Protective, But Fat Inyurious. W. J. MESsINGER and W. B. Hawkins, 
Am. J. M. Sc. 199:216 (Feb.) 1940. 


Messinger and Hawkins observed the amount of hepatic injury in dogs given 
large doses of arsphenamine. A carbohydrate diet gave some protection 2gainst 
this injury, but a protein diet was found to be more effective in the prevention of 
hepatic injury and in its repair. Fat was shown to be deleterious. In fact, on 
changing from a carbohydrate or protein diet to a fat diet, there was in some 
instances a progressive increase in the icterus index, even though no further 
arsphenamine was injected. 


OBSERVATIONS ON THE PHARMACOLOGY AND TOXICOLOGY OF SULFATHIAZOLE IN 
Man. JouNn G. REINHOLD, Harrison F. Fiippin and Leon Scnwanrvrz, 
Am. J. M. Sc. 199:393 (March) 1940. 

The behavior of sulfathiazole was observed in 83 patients, among whom the 
toxic reactions were found to be similar to those of other sulfonamide compounds. 

Dermatitis was observed in 3 patients. 
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DISSEMINATED Lupus EryTHEMATOSUS: A CUTANEOUS MANIFESTATION OF A 
SYSTEMIC DIsEAsE (LIBMAN-SACKS); Report oF A CASE. ARTHUR M. 
GINZLER and T. T. Fox, Arch. Int. Med. 65:26 (Jan.) 1940. 


Ginzler and Fox report a case of disseminated lupus erythematosus, giving 
further evidence of the increasing interest of nondermatologists. They describe 
lesions of a distinctive nature in the lymph nodes and in the spleen, consisting of 
areas of cellular necrosis with nuclear pyknosis and karyorrhexis and little damage 
to the reticulum fibers. There was no noteworthy reactive inflammation. 


VirAMIN A DeFIcieNcy IN D1aBeTes MEttitus. J. G. Brazer and A. C. Curtis, 
Arch. Int. Med. 65:90 (Jan.) 1940. 


A group of 20 patients with juvenile diabetes mellitus were studied from the 
standpoint of vitamin A deficiency. All were found to have poor light adaptation, 
though only 3 were subjectively aware of night blindness. Nine of these patients 
showed keratosis pilaris, which is described as a manifestation of vitamin A 
deficiency. 


PuRPURA HAEMORRHAGICA DuE TO INGESTION OF SEDORMID (ALLYLISOPROPYL- 
ACETYLCARBAMIDE): EXPERIMENTAL OBSERVATIONS AND REPORT OF A CASE. 
Ernest H. Fatconer and Irwin C. ScHuMACHER, Arch. Int. Med. 65:122 
(Jan.) 1940. 

Falconer and Schumacher report their observations in a case of purpura due 
to sedormid and review the reports of 41 additional cases from the literature of 

1933 to 1938. 


VARIATIONS IN THE EFFECTIVENESS OF PERCUTANEOUSLY APPLIED ANDROGENS IN 
THE Rat. DorotHy Netson, R. R. Greene and J. A. WeEtts, Endocrinology 
26:651 (April) 1940. 

The experimental studies reported by these investigators suggest that testo- 
sterone is most effective when applied percutaneously in alcohol. Its subcutaneous 
injection in oil was more efficient than its use externally in oil, hydrous wool fat 
or Ointment. Testosterone propionate was most effective when injected subcu- 
taneously. 


STUDIES ON THE CULTIVATION OF THE VIRUS OF LYMPHOGRANULOMA VENFREUM. 
Murray SAnpers, J. Exper. Med. 71:113 (Jan.) 1940. 


Sanders was able to maintain two strains of lymphogranuloma venereum virus 
in tissue cultures for twelve to twenty-one generations, using embryonic guinea 
pig brains and serum ultrafiltrate under aerobic conditions at room temperature. 
Previous attempts to cultivate the virus in vitro have yielded inconsistent results. 


Symptomatic Herpes: A SEQUELA OF ARTIFICIALLY INDUCED FEVER. STAFFORD 
L. Warren, CHARLES M. CARPENTER and Rutu A. Boak, J. Exper. Med. 
71:155 (Feb.) 1940. 

Stimulated by the frequent observation of symptomatic herpes associated with 
artificially induced fever, the authors record its incidence and nature. No definite 
seasonal incidence could be discovered, though the cases usually appeared in series. 
Symptomatic herpes appeared in 46 per cent of 411 patients given fever therapy 
but recurred in only 5 per cent of patients given subsequent fever treatment. An 
encephalitis-like syndrome was observed in a few patients with severe herpes. 
Experiments with four strains of filter-passing virus recovered from herpetic 
vesicles showed an immunologic relation with the Frank strain. of herpes virus, 
indicating that symptomatic herpes is similar to herpes simplex. 

Lyncu, St. Paul. 
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HEREDITARY HyYPOTRICHOSIS IN THE Rat (Mus Norvecicus). E. Roperts, J. H. 
QuUISENBERRY and L. C. Tuomas, J. Invest. Dermat. 3:1 (Feb.) 1940. 


Hereditary studies made on mating a hypotrichotic male rat (hairless) with 
normally haired albino females showed the hypotrichotic condition to be due to a 
single gene and inherited as a recessive. Skin from a normally haired animal was 
transplanted to a hairless animal and the hair maintained, showing that the cause 
of hairlessness lies in the skin itself and is not dependent on some other factor, 
such as a gland or a disturbance in metabolism. 


METABOLIC STUDIES ON PATIENTS WITH PEMPHIGUS. J. H. Tacsottr, W. F. Lever 
and W. V. Consorazio, J. Invest. Dermat. 3:31 (Feb.) 1940. 


The following paragraphs are a comment on the paper of Talbott, Lever and 
Consolazio by C. Guy Lane, which also appeared in the same issue of the Journal 
of Investigative Dermatology. It presents a concise and complete summary of the 
article. 

“The paper by Talbott, Lever and Consolazio indicates a new method of attack 
upon pemphigus, especially pemphigus of the acute type. In their cases a very 
careful study of chemical constituents of the blood has been made. A striking 
reduction in the concentration of the serum sodium and chloride has been cemon- 
strated. As further evidence of the disturbance of the acid-base balance there 
was an increase in the serum potassium and an increase in the nonprotein nitrogen. 
An increase in the blood volume and interstitial fluid volume was found in patients 
with generalized skin lesions and the increase was greater in the cases of acute 
pemphigus. Coincident with the use of saline solution and adrenal cortical extract 
decided remissions in the clinical picture and the chemical findings occurred in 
patients with this acute pemphigus. Thus a definite chemical basis is proposed 
for a particular type of pemphigus. 

“It is to be hoped that these findings will be confirmed by further experience 
and that the outlook in these acute fulminating pemphigus cases will be corre- 
spondingly materially improved. For the present, however, it would be well to 
apply this method of treatment to those cases in which these definite chemical 
changes have been found and not to the treatment of all types of pemphigus.” 


INFLUENCE OF DIETS OF VARYING FaTt-CONTENT ON EXPERIMENTALLY PRODUCED 
CuTANEOUS INFECTIONS IN Wuirte Rats. J. LAMAR CALLAWAY and Ray 
Oscar Noojin, J. Invest. Dermat. 3:71 (Feb.) 1940. 


Three groups of rats were placed on a high fat diet, a low fat diet and a 
normal control diet, respectively, and were then infected with intracutaneous 
injections of mixed staphylococcic and streptococcic organisms. ‘There were no 
differences found in the three groups with respect to the local cutaneous response 
to infection. However, the animals on a low fat diet had a lesser degree of 
leukocytosis than did the animals on the normal or high fat diet. 


Axon REFLEX RESPONSES TO ACETYL CHOLINE IN THE SKIN. STEPHEN ROTHMAN 
and Jutrus M. Coon, J. Invest. Dermat. 3:79 (April) 1940. 


Axon reflexes are peripheral nervous impulses independent of the central 
nervous system. An example of such a reflex is the fleeting goose flesh that 
appears. in the skin around the spot of stimulation of a faradic current, as shown 
by Lewis and Marvin. The authors suppose that such a pilomotor action resulting 
in the skin from external stimuli (mechanical, chemical, thermal or electrical) 
appears by virtue of the fact that such action is mediated through the liberation 
of acetylcholine. In turn, by its nicotine-like action on the rami of the nerves in 
that area, gooseflesh is produced. This is demonstrated by a series of experiments 
in which intracutaneous injections of acetylcholine were employed on the skin of 
human beings and on the tail of the cat. 
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Stupies ON LIBERATION OF ACETYL CHOLINE IN THE SKIN. STEPHEN ROTHMAN 
and Jutrus M. Coon, J. Invest. Dermat. 3:99 (April) 1940. 


The authors endeavored to demonstrate acetylcholine in the skin of cats and 
dogs after local cutaneous stimulation and in the blood coming from the stimulated 
area of skin in human beings and in animals, In the skin and in the outflowing 
venous blood acetylcholine could not be demonstrated. In liquid obtained by 
scarification of histamine wheals in human skin and from pathologic inflammatory 
lesions (neurodermatitis, dermatitis herpetiformis and psoriasis) there was doubt- 
ful evidence of the presence of acetylcholine. Davis, Nashville, Tenn. 


PiInK DISEASE (ERYTHREDEMA POLYNEURITIS. INFANTILE AcropYNIA). D. PATEr- 
SON, Practitioner 144:404 (April) 1940. 


It was pointed out by Wood (1935) that Selter, of Solingen, Germany, described 
this condition in 1903. Undoubtedly, up to the moment Selter’s must be accepted 
as the first written description of the disease. It is stated by Swift, of Adelaide, 
Australia, that when he was house physician at the Great Ormond Street Chil- 
dren’s Hospital, in 1885, he saw patients with pink disease there. It was not 
until 1914, at a conference in New Zealand, that Swift gave his first full account 
of the disease, based on 14 cases. The writer remembers having patients pointed 
out to him by the late Dr. John Thomson of Edinburgh, Scotland, in 1914, as 
having “Swift’s disease,” with raw beef hands and feet. An excellent description of 
the disease was given in America by Byfield (1917) and also by Emerson (1921). 
Wood (1921) described 100 cases. The first description in England was given 
by Thursfield and Paterson (1922). Postmortem observations were described later 
by Paterson and Greenfield (1923). 

This is a clinical picture so characteristic and clearcut that once a practitioner 
has seen it in a child he is most unlikely ever to miss it in another. On the 
other hand, no word description can quite convey the full clinical picture to any 
one. Children with this disease are often called “teething” or “mismanaged” 
because there is not—until the rash comes out—anything definite to base the diag- 
nosis on. The complaint is misery, anorexia, hypotonia, wasting, rapid pulse rate 
and often photophobia. The attitude in bed and the red hands, feet and cheeks 
complete the picture. 

There is no specific treatment for pink disease. Vitamins, liver and various 
drugs have been suggested, but up to the moment nothing has been found particu- 
larly helpful. An all-round, well balanced diet should be maintained, together 
with a liberal supply of vitamins. 

Recently, various writers have suggested the efficacy of vitamin B:, both by the 
oral and by the subcutaneous route. The author has given 5 patients from 1,000 to 
5,000 international units of thiamine hydrochloride intramuscularly once or twice 
a week for three weeks, with rather mixed results. One child seemed to improve 
markedly and to gain weight. Three others remained exactly the same, showing 
no clinical improvement or reduction in the pulse rate. In a further case there 
was stationary weight but a definite reduction of the pulse rate from 180 to 140 per 
minute. The most that can be said at the time of writing is that thiamine is worth 
a clinical trial. 

Parents should be prepared to take much trouble with the general care of the 
child and its feeding, together with provision of artificial sunlight and, when prac- 
ticable, a change of air. Complete recovery will result. 


Getston, San Francisco. [Am. J. Dis. Curtp.] 


A Nevus OccurrInc FREQUENTLY IN JAPAN, “NAEVUS FUSCOCAERULEUS OPH- 
THALMOMAXILLARIS OTA”: I. OBSERVATION ON LOCALIZATION, DISCOLORATION, 
DIsTRIBUTION AND Histotocic CuHances. H. Tanino, Jap. J. Dermat. & 
Urol. 46:107 (Nov.) 1939. 


Oto was the first to describe a nevus which is frequently seen in Japan and 
which he called “naevus fuscocaeruleus ophthalmomaxillaris.” This nevus is 
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located on one side of the face and is frequently associated with pigmented spots 
on the sclera. On the basis of observation in 26 cases during eighteen months, 
the author noted the following points: 

The nevus consists of hemp seed-sized to rice grain-sized pigmented spots 
which are discrete or confluent to form diffuse areas. It is located in the regions 
supplied by the ophthalmic and maxillary nerves. Favorite locations are the 
upper and lower eyelids, the zygomatic region and the cheeks. It often extends 
to the external third of the forehead and sometimes involves the nose. The upper 
lip is always free. The pigmentation is mostly pale slate blue and varies from 
light brown to black blue. In 17 of 26 cases there was an association of pigmented 
spots on one or both scleras. On microscopic examination pigment-bearing cells 
were seen in the upper part of the cutis, which were rodlike or bandlike, were 
situated horizontally and contained relatively coase granules of pigment. These 
cells correspond to the pigment cells of naevus caeruleus. In some cases these 
cells are seen also in the middle part of the cutis; they are frequently agglomerated 
and partly situated around sweat glands, and the microscopic picture resembles 
that seen in cases of mongolian spots. In the basal cell layer there are not infre- 
quently seen cells-which were called by Masson cellules claires. 


Stupy or Zoster Virus: I. On ANIMAL INOCULATION OF HERPEZ ZOSTER VIRUS. 
O. Kin, Jap. J. Dermat. & Urol. 46:133 (Dec.) 1939. 


The author inoculated the cornea and the testicles of 15 rabbits with the con- 
tents of herpes zoster vesicles and obtained positive results in 8. The virus could 
be transmitted from the cornea to the testicles of rabbits and vice versa. In 4 
cases the virus could be transmitted in successive cultures. The author observed 
the characteristic cell inclusion bodies in the epithelial cells of the cornea and saw 
for the first time the elementary virus corpuscles, which were identical with those 
seen in the contents of herpes zoster vesicles in man. 


StupIEs ON HERPES ZOSTER Virus: II. INocULATION EXPERIMENTS ON MAN 
WITH ZOSTER VIRUS OBTAINED FROM INOCULATED Raspits. O. Kin, Jap. J. 
Dermat. & Urol. 46:134 (Dec.) 1939. 


Zoster virus obtained from the testicles of inoculated rabbits was injected intra- 
cutaneously into 83 persons of different ages. In adults and children there appeared 
twenty-four hours after the inoculation grouped tiny vesicles on an erythematous, 
slightly edematous and irregularly bordered area. In 2 cases there were seen at 
a distance of 4 to 5 cm. from the point of inoculation groups of vesicles 
arranged in chain formation, resembling spontaneous lesions of herpes zoster. The 
local reaction reached maximum intensity in twenty-four hours, leaving after three 
to six days no trace or slight pigmentation. In adults a much more intense local 
reaction was observed than in children. In the latter, however, general constitu- 
tional symptoms, such as high fever, headache, anorexia and malaise, were always 
noted. In infants who had not been vaccinated previously the local reaction 
appeared six to seven days after inoculation. The type of reaction resembled 
either that of adults, or varicella or both. It took six to ten days for the reaction 
to disappear. 

In adults convalescing from herpes zoster and in children recovering from 
varicella a negative or a slightly positive reaction was obtained. This seems to 
indicate a specific immunity acquired from both entities against the zoster virus. 


Broom, New York. 


ZOSTER AND SPINAL Diseases. M. Koxsro, Acta med. Scandinav. 104:1 (April 
23) 1940. 
Kobro observed 6 patients with vertebral lesions in whom zoster developed in 
segmental relation to these defects. One patient presented zoster scars in the third 
and fourth cervical segments, and roentgenographic examination disclosed anky- 
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losis of the second and third cervical vertebrae. Another patient had destruction 
of the fifth thoracic vertebra due to myelomatosis, and zoster developed in the fifth 
thoracic segment. A third patient had Hodgkin’s disease with involvement of the 
sixth thoracic vertebra, and zoster appeared in the sixth thoracic segment. Another 
patient had spondylolisthesis between the fourth and the fifth lumbar vertebra, and 
zoster developed in the fourth lumbar segment. The objection may be made that 
the concurrence of zoster with vertebral lesions is a coincidence. However, each 
added case makes it seem more probable that a causal relation exists. The 6 cases 
of regional zoster with vertebral disease have been found among a limited number. 
A methodical search was made for patients with vertebral lesions and zoster that 
was not in segmental relation, but none was found. Zoster in patients with 
vertebral lesions was always in segmental relation to the vertebral defects. It thus 
appears that a vertebral lesion may give rise to regional zoster, and since ver- 
tebral lesions may exist for a time without symptoms, the appearance of zoster 
should direct attention to the possibility of a vertebral lesion. The fact that zoster 
is not a common, but only an exceptional, complication of vertebral lesions indi- 
cates that a ganglionic lesion alone cannot provoke zoster but that there must be 
another factor, and it is believed that this is the specific virus of zoster. The non- 
specific lesion seems only to prepare the milieu for the specific virus of zoster. 


J. A.M. A. 





Society Transactions 


NEW ENGLAND DERMATOLOGICAL SOCIETY 
J. Harper Brarspert, M.D., President 
BERNARD Appelt, M.D., Secretary 


Boston, Dec. 13, 1939 


Lupus Miliaris Faciei. Presented by Dr. C. Guy Lane, Boston. 


B. A., a white woman aged 47, employed in a bakery shop, presents an eruption 
on the face of approximately one year’s duration. Symmetrically distributed over 
the fleshy area of the face, with a few grouped lesions over each zygoma, there 
are closely packed, brownish red papules, with erythema but no telangiectasia. 
The reaction to a tuberculin test with a dilution of 1: 25,000 was positive. Micro- 
scopic examination showed characteristics of tuberculosis, with tubercle formation, 
round cells and giant cells. Roentgen ray examination of the chest revealed 
evidence of old pleurisy on the right side. In an attempt to produce desensitiza- 
tion four intradermal injections of tuberculin, 1: 25,000 dilution were administered 
at seven day intervals, but this produced no appreciable change in the local 
reactions. On Sept. 20, 1939 5 mg. of gold sodium thiosulfate was administered 
intravenously and was followed by two additional injections of 10 and 25 mg., 
respectively, and there was slight fading of the lesions. 


A Case for Diagnosis (Epidermodysplasia Verruciformis? Sarcoid?). Pre- 
sented by Dr. C. Guy LAne, Boston. 


L. S., a white woman aged 23, stated that approximately four years ago 
rather suddenly there appeared over the nose and lips warty, nontender and 
essentially unchanging, asymptomatic nodules. The general health always has 
been good. She had generalized eczema from infancy until seven years ago. 

Examination reveals numerous brownish red, slightly elevated, soft, warty 
lesions, approximately 3 mm. in diameter, which do not blanch on diascopic pres- 
sure. Three microscopic preparations showed questionable sarcoid or nonspecific 
inflammation. The Hinton test gave a negative reaction. She has received 
ultraviolet radiation, ointments, washes and roentgen rays, 60 r each for four 
treatments, without benefit. Cautery destroys the lesions permanently. 


DISCUSSION ON DR. LANE’S CASES 


Dr. C. Guy Lang, Boston: I suggest a diagnosis of epidermodysplasia ver- 
ruciformis. Clinically the lesions of the nose and lip resemble those in a case 
referred to me from Philadelphia. Previously I had observed a case demon- 
strated there in which the same diagnosis had been made. There is a striking 
similarity between these 2 cases. It is my impression that the lesions in each 
instance lasted from five to six years and that there was a gradual increase 
in their-number. Their clinical appearance is much less suggestive of sarcoid, 
and I am skeptical about that diagnosis. 


A Case for Diagnosis (Urticaria Pigmentosa? Xanthoma?). Presented by 
Dr. Witt1AmM P. BoarpMAN, Boston. 


D. G., a white boy aged 3 years, presents an eruption on the trunk, neck and 
arms of approximately one year’s duration. The lesions have been permanent 
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since their onset, and there has been neither a decrease nor an increase in their 
number. Pruritus and elevation characterize the areas after the ingestion of egg, 
cream of wheat and oatmeal. However, the latest feeding of those foods one 
week ago failed to elicit such a response. 

Examination reveals brownish yellow macules and papules varying from 3 to 
10 mm. in diameter. Some are slightly elevated, smooth surfaced and oval or 
circular. They are diffusely distributed over the entire trunk and the flexor 
aspects of the upper extremities and are less numerous over the anterior and 
posterior aspects of the thighs. Dermographia is pronounced. There are several 
areas of depigmentation on the left arm. The urine was normal, and serologic 
tests for syphilis gave negative results. There has been no treatment. 


DISCUSSION 


Dr. Wrtt1AM P. BoarpMAN, Boston: The patient showed a definite wheal 
over the right side of his chest today. Although I could not produce a wheal by 
rubbing the skin, the friction did cause persistent erythema. I believe this case is 
one of urticaria pigmentosa. 


Sarcoid. Presented by Dr. BERNARD AppeEL, Boston. : 


Three years ago a small, slowly growing tumor developed on the lobule of 
the left ear of E. L., a 44 year old woman. Shortly after the onset it was sub- 
jected to some surgical procedure, the exact nature of which is not known. The 
condition recurred and since then has been slowly and progressively becoming 
larger. It has never been painful. 

On March 15, 1939 examination disclosed a bright pink, grapelike, soft 
tumor in the left ear, involving the entire lobule throughout, both posteriorly and 
anteriorly, with many small, soft nodules coalescing to make a doughy mass. 
The lesion was about 2.5 cm. in diameter. 

On March 29 a portion was excised, and part of it was ground up with 
physiologic solution of sodium chloride and injected into a guinea pig. Three 
months later the guinea pig was still alive and showed no gross evidence of 
tuberculosis. At autopsy the animal showed no evidence of tuberculosis. Micro- 
scopic examination disclosed a fairly classic picture of sarcoid. 

The patient has had six injections of ethyl chaulmoograte into the tumor 
mass, a total amount of 3 cc. The lesion is much softer, smoother and somewhat 
darker and has shrunk to slightly more than half of its size before injection. 


DISCUSSION 


Dr. Bernarp APPEL, Boston: The interesting feature of this case is the posi- 
tive reaction to the intradermal injection of the substance prepared according to 
the method of Dr. Donald Nickerson. He prepared the material by grinding it 
up with sterile saline solution and sterilizing it, culturing it to make sure that 
it was sterile and testing it for negative and for positive reactions, on controls 
in known cases. I had occasion to speak with him about this as recently as a 
week ago, when he presented at a meeting of the Essex South District division 
of the Massachusetts Medical Society a case of intern~' sarcoid involving the 
lung, the type of condition which resembles miliary tuberculosis. In that partic- 
ular case his intradermal test gave a strongly positive reaction. He lent me 
enough of his material to use for this particular patient, and on the flexor surface 
of her left midforearm is what I interpret as a positive reaction to the test. The 
degree of specificity of this test runs approximately, according to Nickerson’s sta- 
tistics, from 65 to 75 per cent. That is to say, if the reaction is positive, it is so in 
cases of sarcoid either now active or active in the past. If the reaction is negative, 
however, that does not rule out the presence of early sarcoid in which the cir- 
culating antibodies have not yet developed to the point where they will produce 
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the local reaction. It is my opinion, after talking with him and hearing about 
his cases, that he has the real clue for the study of this condition. 

Another interesting fact is the apparently fairly good response to the intra- 
tumor injection of chaulmestrol. The patient was able to receive reasonably 
large doses in the tumor mass itself with only a slight degree of discomfort, 
after which there was a definite shrinkage. The rationale for my use of this 
preparation was its theoretic specificity for other tuberculids. 

Dr. F. M. THurmon, Boston: Is the material which Dr. Appel has just 
spoken of specific only for the person from whom it is prepared or may it be 
used on other persons? 

Dr. BERNARD AppeEL, Boston: It may be used on any one. For instance, 
the substance which I used came from the spleen. Jt was an extract of the 
macerated spleen of a patient suffering with generalized sarcoid. Dr. Nickerson 
has also corroborated this test by excising the papules which result from a 
strongly positive reaction; the histologic structure is identical with that of the 
diseased tissue. 


Scleredema Adultorum. Presented by Dr. C. Guy Lane, Boston. 


About four and one-half months ago, one month after an attack of acute 
tonsillitis, M. C., a 15 year old school girl, noticed a stiffness in her face as 
she chewed. The stiffness seemed to be in the skin. Since its appearance it has 
spread to involve all of the face and neck, the upper extremities, the torso and 
the lower extremities as far as the ankle. There is no tenderness. During the 
past month there has been an improvement in her condition, especially in the face. 

There is firm subcutaneous edema of the area mentioned. The skin is normal 
in appearance, but there is some smoothing out. It is impossible to pick up 
the skin between the fingers. This change has been most noticeable in the face 
and neck. 

Microscopic examination showed swelling of the collagen fibers. 


Macular Atrophy (Schweninger and Buzzi). Presented by Dr. WittrAm P. 

BoARDMAN, Boston. 

Four years ago in G. P., a girl aged 13, lesions developed on the thighs, 
buttocks and trunk, and since then new lesions have developed from time to 
time. They begin as tender “boils” which turn purple, and then the swelling 
disappears, leaving macular, atrophic spots which are easily depressed on pres- 
sure. There has been no discharge from the lesions at any time. 

There are present now white, macular, atrophic lesions with depressed centers 
on the trunk and thighs and erythematous, pustular, scaly lesions on the buttocks. 

The patient has received ultraviolet radiation, viosterol and bland ointments. 


DISCUSSION 


Dr. Joun G. Downrnc, Boston: This child shows lesions typical of macular 
atrophy of Schweninger and Buzzi. These lesions started previous to any staphy- 
lococcic infection, and new ones are constantly appearing. 


Macular Atrophy. Presented by Dr. Witt1aAm P. BoarpMAN, Boston. 


One.and a half years ago, in R. P., aged 17, who is a sister of G. P., in the 
foregoing case, lesions developed on the inner aspect of the thighs. The lesions 
began as tender “boils” which enlarged and turned purple, and later the swelling 
subsided, leaving pigmented, atrophic macules. Some of the lesions open and drain. 

There are now present several pigmented, atrophic lesions with depressed centers 
on both thighs. There are also several red, tender lesions in this area, one of 
which is discharging a clear fluid. There are also several tablike lesions present. 
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DISCUSSION 


Dr. BERNARD ApPEL, Boston: These lesions appear to be more localized around 
the follicles, and there is so much increased pigmentation with follicular inflamma- 
tion that it seems to me that chronic folliculitis or Fox-Fordyce disease should 
be more seriously considered than the disease for which she is presented. Hydrad- 
enitis should also be considered; the location of these lesions is consistent with 
the presence of the large type of apocrine gland which is usually involved. 


Dr. Joun G. Downrnc, Boston: This girl is shown because of the peculiar 
pigmentation following a staphylococcic infection to which her family is prone. 
Her father has had repeated attacks of furunculosis for over twenty years. 


A Case for Diagnosis (Pseudopelade of Brocq?). Presented by Dr. WALTER 
T. GARFIELD, Boston. 


L. L. C., aged 29, was ill in the spring of 1934 with postabortal sepsis and 
peritonitis. After this she noticed that her hair began to be thin and to come 
out easily and that the scalp itched. There has never been a local infection or 
any folliculitis. The areas of alopecia increase in size. 

The hair of the scalp is thin, especially on the vertex. On closer inspection 
this is seen to be due to many small patches of total alopecia. In these patches 
there are no hairs and the scalp is atrophic, slightly depressed and shiny, with 
no scales. They give the impression of a scar without telangiectasis. 

The patient has received water-cooled ultraviolet radiation, without benefit. 


DISCUSSION 


Dr. M. M. Totman, Chelsea, Mass.: I should like to raise the question ot 
the diagnosis of scarring following lupus erythematosus. There is only one 
small area which has the glistening, white, narrow border that one sees in early 
pelade; the other areas are a little more erythematous than might be expected 
in pseudopelade. 

Dr. J. L. Grunp, Boston: This case is a typical one of pseudopelade. Against 
a diagnosis of lupus erythematosus are the type of atrophy present and the 
entire lack of inflammatory activity. The atrophy of lupus erythematosus is 
scarlike and depressed and usually presents telangiectasia. None of these char- 
acteristics can be discerned in this case. Moreover, were this case one of 
lupus erythematosus, the amount of follicular plugging present would be accom- 
panied by some degree of inflammatory change. 

Dr. Jonn G. Downrnc, Boston: I should like to know if pseudopelade is a 
distinct entity or if it is just a type of follicular involvement which has been 
described. As I see it, when there is a question of differentiation between fol- 
liculitis decalvans and pseudopelade, there is very little disagreement in the 
physical sense between one and the other. Personally, I think that pseudopelade 
is just another name for a more recent type of folliculitis decalvans. 


Dr. J. L. Grunp, Boston: Folliculitis decalvans and pseudopelade are two 
separate and distinct entities. The former is characterized by the presence of a 
follicular infection with papules, pustules and final scarring. In the latter there 
is never any evidence of infection. Visible only are areas of nondepressed shiny 
atrophy, alopecia and follicular plugging. If erythema is present, it is probably 
traumatic and has nothing to do with the disease itself. 


Dr. C. Guy Lane, Boston: My view of pseudopelade is that it is a gradually 
progressive atrophic process on the scalp, usually without any history of preceding 
inflammatory reaction, gradually progressing to form islands of alopecia with 
slight depression covered by thin, atrophic, shiny skin, these areas being connected 
by similar skin. I think it is a definite entity and is to be separated from 
lupus erythematosus, on the one hand, and folliculitis decalvans, on the other. 
There is a great deal of confusion in the literature in regard to these various 
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atrophies of the scalp, and there is still much difficulty in the determination of a 
particular condition. I feel that the case presented is one of a fairly typical 
pseudopelade. I do not think that the condition is lupus erythematosus. 


Chronic Allergic Dermatitis. Presented by Dr. F. P. McCarrny, Boston. 


R. G., an unemployed white woman aged 23, has for the past eight years 
had continuous dermatitis. The cubital fossae and the back of the neck were the 
first sites of involvement. For the past few years the face, arms, legs, abdomen 
and more recently the popliteal fossae, have been involved. Itching, especially at 
night, is a prominent feature. Exacerbations are not associated with any known 
cause. 

Examination reveals excoriated papules on the face, neck, arms, legs and, to 
some extent, the trunk. The eruption was most severe on the flexural surfaces 
of the arms, forearms and knees and on the face and neck. The skin was dry 
and scaling, and at times the temperature of the skin was increased. The dietary 
restrictions have specifically eliminated eggs, chocolate and a few additional foods 
with which cutaneous tests have given positive reactions. There were 30 per cent 
eosinophils. Urinalyses and serologic tests for syphilis gave negative results. 
She has been on a salt-free diet and has received arsenic, calcium, ultraviolet 
radiation and local medication. The condition does not improve. The eruption 
is accentuated during the winter. She is essentially incapacitated from earning a 
livelihood and has become extremely sensitive about her skin. There have been 
periods when the face clears spontaneously; then at times there are remissions 
with a tendency toward chronicity. 


DISCUSSION 
Dr. F. P. McCartuy, Boston: This patient was presented for therapeutic 
suggestions. One is altogether too helpless in offering therapy which promises 
benefit for this type of condition. 


Dr. J. H. Brartspett, Boston: Do you classify this case as one of contact 
dermatitis ? 


Dr. F. P. McCartuy, Boston: I have not been able to discover the cause. 
The condition is probably endogenous in origin. 


Dr. F. M. THurmon, Boston: This case is illustrative of the group of cases 
which Dr. Downing and Dr. Sulzberger presented in Philadelphia at the meeting 
of the Amercian Academy of Dermatology and Syphilology. The patient has the type 
of dermatitis in which prognosis, so far as active therapy of benefit is concerned, 
often seems based on the forlorn hope that occasionally these patients eventually 
outgrow the condition. Dr. Sulzberger advised a physician with this condition 
to get into his car and travel until he found a locality where his skin did not 
itch and then settle down there until his dermatitis had disappeared. The physician 
finally located in San Diego, Calif., where within nine months he recovered and 
at present is said to be competing successfully with civilization in New York. 
It is the type of condition which frequently will be benefited by the environment 
on Cape Cod, whereas that of Boston and the White Mountains are without benefit. 
The patient shown today stated she was on Cape Cod this summer and came 
back worse. However, at that time a parent died, and this departure brings in 
the neurogenic element, which invariably accentuates an eruption of this kind. 
With that as a prelude, I should like to offer as a therapeutic suggestion the 
careful, tedious, somewhat drawn-out daily administration of vitamin B complex 
by mouth and intramuscular injections of liver extract at semiweekly intervals, 
together with the use locally of a soothing, relatively bland, nonirritating ointment. 
This therapy in many cases of atopic dermatosis will result in a beneficial response. 


Dr. Joun G. Downrne, Boston: My diagnosis in this case is neurodermatitis. 
While I do not believe these conditions are psychic in origin, I do believe they 
become worse during periods of emotional stress. Patients with such a condition 
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usuaily are highly intelligent, many of them being brilliant. At times, for 
example, previous to examinations at school or an anticipated public performance 
they suffer from severe outbreaks of their eruption. Many of them are given 
patch tests, scratch tests and injections until, at long last, desperate, they consult a 
physician who wisely hospitalizes them to permit rest. As a result of all the 
testing many have phobias to practically every article in their homes. They change 
from a perfectly comfortable mattress to a so-called nonallergic one. They are 
amazed to find they improve with hospitalization, regardless of the type of mattress 
on which they sleep. Hospitalization removes them from their environment and 
provides an opportunity for readjustment. Occasionally an inhalation test, such 
as with silk, when performed in an air-conditioned hospital, may be of diagnostic 
value. 


Dermatitis Medicamentosa. Presented by Dr. Wi1LLIAM P. BoarpMAN, Boston. 


M. M., a white, American-born housewife aged 46, complained that ten months 
previously “blisters” appeared on the knuckles of each hand. The vesicles were 
opened by a local physician, who considered the condition to be pemphigus. She 
had been taking feen-a-mint for constipation, an average of 1 feen-a-mint wafer 
on alternate days for at least one month before the onset of her present derma- 
tosis. Also, she had used a hair dye for some time. The onset of the eruption 
was characterized by blebs on the extensor surface of each forearm and the 
dorsa of the fingers. There were numerous erythematous patches marking the 
sites of previous lesions. The blebs had no areolas. 

Her present eruption shows many erythematous lesions, which vary in size 
from 1 to 3 cm. in their greatest diameters, a few being covered with a moderate 
crust. The right tibial region presents a shallow ulceration with irregular margin, 
the lesion being approximately 6 cm. in diameter. 

Local applications of solution of lead subacetate and omission of the feen-a-mint 
resulted in gradual improvement. For two months new lesions failed to appear. 
At this time 0.13 Gm. (2 grains) of phenolphthalein was administered as a test 
dose. After this she became ill for two days and was confined to bed, and 
during the succeeding week several new lesions appeared on her hands and over 
the right tibia. Cultures of material from the vesicles were negative. The blood 
and the urine were normal. 

DISCUSSION 


Dr. J. H. Bratspett, Boston: I saw this patient in the office last spring, 
and at that time she had acute vesicular dermatitis over the dorsa of the hands and 
the forearms with some secondary infection. I diagnosed the eruption as dermatitis 
venenata due to a hair dye which she had been using for some time. 


Dr. C. Guy LANE, Boston: A question has been raised with regard to the 
eruption appearing two weeks after ingestion of phenolphthalein. In the few 
cases in which I have had a chance to prescribe phenolphthalein as a tqst for 
sensitivity, it is surprising to note the promptness with which reactions have 
appeared. I have mentioned frequently a patient to whom 0.06 Gm. (1 grain) 
was given, instead of 0.03 Gm. (% grain) as prescribed; she had a temperature 
of 103 or 104 F. and required morphine for relief for two nights; a tremendous 
eruption developed. Another one had a temperature of 101 to 102 F. (after taking 
0.03 Gm. (% grain), with activation of the old lesions and peripheral extension 
with a vivid pink color from the old areas. The comparatively few reactions 
which I have seen have occurred fairly soon after the ingestion. The time 
relation would be the one “fly in the ointment” in this particular case. When I 
first saw the condition I felt that it was a phenolphthalein eruption, and then 
from what I learned later I became doubtful. I might say that some of the 
largest bullae that I have ever seen, outside of that produced by a burn or hot 
water splashing over a large area, have been in a person who undoubtedly had a 


phenolphthalein eruption. 
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Dr. BeRNARD APPEL, Boston: I feel that morphologically the lesions in this 
particular case are consistent with commonly accepted conceptions of phenolphtha- 
lein eruption. However, this eruption is certainly not fixed, for I took great 
pains to question the patient as to whether or not the succeeding crops of 
lesions recurred in the identical locations of previous lesions, and she stated 
definitely that at no time did any new lesions appear in a site of a previous 
lesion; all succeeding lesions are on new locations. Also she was somewhat 
confusing in her history, for she stated several different facts when questioned 
in a different way about the onset following the test dose. At one time she 
stated that two large lesions developed on the proximal knuckles on the right 
hand the second day after the dose was taken, which I feel was confirmatory. 
However, there is some question in my mind about the development of lesions 
as long as two weeks after the dose, although I am not prepared to say that it is 
impossible. I should like to express an opinion that it probably is not common, 
however, because the few conditions that I have seen have all developed soon 
after the test dose was taken. 


Dr. C. W. O’Nemt, Hartford, Conn.: I think two weeks is a long time 
for a reaction to occur after the ingestion of phenolphthalein. I have in mind a 
patient who had lesions on the wrist, body, lips and thumb, and I made a diagnosis 
of phenolphthalein poisoning from ex-lax. She disagreed with me vehemently, 
and I told her to prove it, to go home and take another ex-lax. She did, and 
fifteen minutes afterward the lesion began to burn and tingle a great deal and 
she became maniacal. I have not heard any one here cite mania as a reaction. 


A Case for Diagnosis (Roentgen Ray Dermatitis?). Presented by Dr. 

WALTER T. GARFIELD, Boston. 

At the age of 18 H. B., now 56 years old, had a penile sore and was treated 
for two years with potassium iodide and mercurial inunctions. In 1920 a lesion 
developed on the nose and was diagnosed as lupus vulgaris and treated with 
roentgen rays. In 1921 he had a submaxillary swelling which was also treated 
with roentgen rays. In 1924 he had many treatments with a quartz mercury 
vapor glow lamp and injections of a gold compound. Within the last four years 
confluent lesions have appeared on the face. 

The skin of the nose is intact. It is thin and atrophic, with soft red to blue 
nodules under the skin. On the anterior portions of the cheeks and extending 
under the chin and into the scalp are numerous, irregular, elevated and confluent 
patches. These are ham red, intact and infiltrated. They are soft, scaly and sug- 
gestive of apple jelly, but this is not verified by diascopy. They are sharply 
demarcated and not tender. On the side of the face there are large, irregular, 
atrophic, depigmented areas nearly devoid of skin. The dermatitis stops abruptly 
at the borders of these areas of white skin. 

A Hinton test of the blood gave a positive reaction. 

Since being under observation at the hospital the patient has had six weekly 
injections of a bismuth compound, and there has been no change in the dermatitis. 
Since the extraction of a tooth recently a firm submental mass has developed. 


DISCUSSION 


Dr. J. L. Grunp, Boston: The lesions, especially their distribution, over the 
mastoid area are typical of lupus erythematosus. The atrophy on the cheeks is 
the end result of this disease. None of the characteristics of a roentgen ray 
burn are present. The absence of destructive scarring and “apple jelly” nodules 
or tubercles is strongly against the condition’s being lupus vulgaris of any form. 

Dr. V. J. Ryan, Providence, R. I.: I see nothing suggestive of roentgen ray 
dermatitis. There is no retardation of the growth of hair on his face, no wrinkling 
and no keratosis. The microscopic examination showed no evidence of lupus 
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vulgaris, but I am inclined to believe that repeated microscopic examinations 
would show a tuberculous structure of the skin, mostly of the vulgaris type. 

Dr. C. Guy Lang, Boston: I agree that this condition is not a roentgen ray 
dermatitis. I do not know how long ago the patient had his roentgen treatment, 
but it certainly is long enough so that by this time he should be having 
definite changes in the skin if he was going to have them. The thought crossed 
my mind, as I looked at him, that the condition might be a type which is not 
brought to attention often, a so-called Leloir type of lupus vulgaris. The older 
books describe it, but one does not see the condition often, and I think that possi- 
bility ought to be considered in this particular case. 

Dr. Witt1AM P. BoarRDMAN, Boston: I have not seen the man for some 
time. Certainly some of the lesions look like lupus erythematosus and some 
look like lupus vulgaris. I think the condition is lupus vulgaris of the lupus 
erythematosus type. I see no signs of roentgen ray dermatitis. 


Poikiloderma Atrophicans Vasculare. Presented by Dr. F. RoncHEse (by 

invitation), Providence, R. I. 

L. F., a woman aged 49, presents a persistent dry scaling eruption on the 
trunk and extremities together with hyperkeratosis and fissuring of the palms 
and soles of sixteen years’ duration. On the trunk, thighs and below the knees 
there is a brownish red eruption of confluent patches of atrophic skin covered 
with thin, cigaret-paper-like scales. Desquamation is intense, a handful of scales 
being collected from the bed and floor each day. Winter weather accentuates 
the discomfort of itching and pricking and the pain from fissuring. Lesions 
on the hands persist even when the patient abstains from washing dishes and 
clothes. 

Her past history reveals the removal of gallstones, gallbladder, appendix and 
right kidney approximately twenty-two years ago. The last operation was fol- 
lowed by a total loss of hair, which regrew within three months. Eighteen years 
ago the tonsils were “removed” by implantation of radium needles. Four years 
ago radium was inserted in the uterus because of hemorrhages. The patient 
retains food with difficulty. 

Microscopic examination of sections of the skin and subcutaneous tissue showed 
small irregular foci of hyperkeratosis and parakeratosis, with small recent and 
old extravasations of red blood cells separating the strands of keratin in the 
stratum corneum. There was slight generalized edema with vacuolation of the 
cells of the basal layer. The rete pegs were not remarkable except that a few 
of them were replaced by loosely packed accumulations of lymphocytes, which 
were extensions of similar cellular infiltrations in the corium. In these foci 
there was no line of demarcation between the epidermis and the corium. 

The superficial layers of the corium were somewhat dense, granular and 
edematous. There was moderate proliferation of histiocytes surrounding the vas- 
cular loops of the dermal papillae. Numerous dilated blood vessels bordered by 
dilated lymph channels containing and surrounded by accumulations of lymphocytes 
were seen in the uppermost layers of the derma. The reticular layers of the derma 
were not remarkable. Connective tissue stains revealed no additional histo- 
pathologic changes. ’ 

The patient has received treatment with application of roentgen rays to the 
palms and soles, various ointments and oily mixtures to the body and an elastic 
bandage spread with paste of zinc oxide and thyroid extract, haliver oil and 
sarsaparilla tablets by miouth,; with no beneficial results. 


Hidradenitis Suppurativa with Keloids. Presented by Dr. J. L. Grunp, 
Boston. 
M. W., a Negress aged 25, was referred from another hospital for the con- 
tinuation of antisyphilitic treatment. In May 1938 a diagnosis of “eczema” was 
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made. In November a mottled eruption developed on her arms which was diag- 
nosed as a syphilitic rash, and a Hinton test of the blood gave positive results. 

The disorder for which she is now presented started in 1928 and has been 
characterized by painful swellings in the axillary, pubic, inguinal and perianal 
regions; every two to five weeks the swellings usually break down and discharge 
pus. In 1929 she entered a local general hospital, where an exploratory operation 
of both axillas was performed. The pathologic report was “chronic inflammation.” 
On being referred to the dermatologic clinic in 1931 she received many ultraviolet 
radiations and injections of a colloidal proprietary manganese preparation without 
benefit. In 1933 a large axillary abscess, which caused a rise in temperature, was 
incised and drained. The diagnosis was “furunculosis (Staphylococcus aureus).” 

The lesions in the pubic, inguinal and perianal regions finally healed spon- 
taneously but were followed by keloids. The axillary abscesses, however, con- 
tinually recurred and have been accompanied by much discomfort and _ pain, 
interfering greatly with the patients work. 

At present there are discharging, painful swellings with large keloids in both 
axillas, for which she has received roentgen ray treatment today. 


DISCUSSION 

Dr. J. L. Grunp, Boston: No instances of this disease have appeared in 
either the English or the American literature until this year, when Brunsting 
reported 22 cases (Brunsting, G. A.: Hydradenitis Suppurativa: Abscess of the 
Apocrine Sweat Glands, ArcuH. Dermat. & Sypu. 39:108-120 [Jan.] 1939). 
Lane (Lane, J. E.: Hydrosadenitis Axillaris of Verneuil, ibid. 28:609-614 [Nov.] 
1933) discussed the condition but did not report any cases. 

However, I believe it is more common than is generally supposed and that 
the disease is diagnosed as either chronic furunculosis or abscess. 

I observed 1 other case of hidradenitis suppurativa, in a girl aged 15, in 1935. 
The infection had been present two years, resisting every form of therapy—vaccine, 
toxoid, ultraviolet radiation and roentgen rays. Finally excision of the affected 
axillary areas had to be resorted to. 


A Case for Diagnosis (Epidermodysplasia Verruciformis?). Presented by 
Dr. G. M. CrAwrorp, Boston. 


About three months ago the mother of C. M. P., a baby girl aged 13 months, 
found a bug in the patient’s mouth. The next day she noticed red spots in the 
throat and mouth. The following day the lesions were white and somewhat 
larger; they have persisted. Two weeks later the child fell on her face, and a 
small, white area, the size of a split pea, formed on the left side of the lower lip. 
This has enlarged and become more yellowish but has never discharged. 

The left side of the lower lip shows an elevated, verrucous lesion, about 7 by 
12 mm. in size, of firm consistency, and a yellowish color. The soft palate reveals 
several irregular-shaped elevated lesions with a firm, rough, rather verrucous 
surface. They vary in size from 2 to 5 mm. 

Solutions of rosaniline (triphenyl methane) and mercurochrome were applied 
locally. A 5 and 10 per cent solution of silver nitrate and a 1: 100 solution of 
potassium permanganate were also applied daily for one week. There has been 
a continued slow increase in the size of the lesion in spite of all these treatments. 


DISCUSSION 


Dr. F. P. McCartuy, Boston: I suggest the diagnosis of lymphangioma, 
which is one of the rarer lesions of the oral cavity that occur in newborn children. 
It may not be present at birth but may have a delayed appearance, like a heman- 
gioma. The lesion on the lip suggests that there have been secondary changes as a 
result of treatment. I recommend microscopic examination. 
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Dr. G. M. Crawrorp, Boston: The condition in this case may well be epi- 
dermodysplasia verruciformis. It is a relatively rare condition, approximately 4u 
cases having been reported in the literature, with only 3 thus far in America. 
This condition occurs in two forms, a localized type and the more common gen- 
eralized form. In the latter lesions occur on almost any surface of the body 
except the palms, soles, axillas and genitalia. Their appearance may be almost 
indistinguishable from verruca juvenilis; they may be lichenoid in appearance, or 
they may resemble ordinary verruca vulgaris. In these generalized conditions 
there séems to be a strong predisposition to degeneration of the lesions; in as 
high as 20 per cent of the cases epitheliomas develop. The localized form com- 
prises a small percentage of the cases reported, and the involvement of mucous 
membranes is extremely rare. It would be of distinct interest, therefore, if the 
present condition should be verified by microscopic examination. The histologic 
picture is characteristic in a typical case. It reveals a ballooning of the stratum 
malphighii, especially those cells close to the granular layer. The appearance of 
the cells is different from that in the type of dyskeratosis present in Bowen’s or 
Paget’s disease, although it has been called by some a pagetoid type of change. 
In many of the cases reported in the literature the disease has been in infants, 
although in some patients the lesions did not appear until later in life, in some 
as late as the age of 40 or 45. The lesions are usually slowly progressive but may 
reach a stationary phase. Treatment seems to be confined to destructive mea- 
sures. The lesions are not radiosensitive. As soon as this child can be placed in 
the ward further study will be carried out. On palpation the lesions on the 
palate, as well as the one on the lip, are definitely verrucous. Lymphangioma is 
quite the opposite, and I disagree with the statement that the latter condition 
is a rare disease in the oral cavity, the tongue being a not uncommon site of 
lymphangioma. 


Myiasis from the Third Stage Larva of Dermatobia Hominis. Presented 
by Dr. Joun G. Downrnc, Boston. 


O. R., aged 25, was admitted to the Marine Hospital, Chelsea, Mass., on 
Nov. 13, 1939, with the complaint of a urethral discharge of three months’ 
duration and of having three furuncles on the anterior surface of the left leg. 

The patient had been in South America since August 1939. Previous to this 
trip to South America he had been in the Scandinavian countries. He stated 
that while in South America, owing to the intense heat, he had slept with the 
porthole open and also on deck. He stated there were many flies around and 
remembers having been bitten by them. 

The so-called furuncles of the left leg had an area of erythema 6 cm. in 
diameter. The centers of the lesions had a punched-out opening of about 3 mm. 
in diameter, and there was a small amount of serosanguinous material escaping 
from the openings, which appeared to be sinuses of short depth. It was thought 
that the patient had already expressed the central necrotic area. There was no 
surrounding induration of the tissue. Ichthammol ointment was applied to the 
lesions. Three days later, while he was dressing the lesions and attempting to 
express what appeared to be a small amount of necrotic material, a large larva 
was expressed from the lower lesion. The larva was alive and moved about 
freely. The patient then said that the day previously he had removed a similar 
object from the uppermost lesion but that it moved and he did not know what 
to do with it so he disposed of it. Local applications were applied to the lesion, 
which quickly cleared. 

The larva was sent to the Entomology and Plant Quarantine Bureau, United 
States Department of Agriculture, Washington, D. C., where it was classified as 
belonging to the third larva stage of the Dermatobia hominis. 
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Epidermolysis Bullosa. Presented by Dr. F. P. McCarruy, Boston. 


B. L., a girl aged 1 year, since birth has had recurrent bullous lesions more 
or less generalized but principally on the extensor surfaces of the elbows and 
knees and on the heels. The oral cavity has been similarly involved. The condi- 
tion is especially pronounced at areas of friction or contact, as on the posterior 
part of the scalp, elbows, knees and heels. A slight degree of friction results 
in a bullous lesion. The lesions are pemphigoid. As the disease progresses, 
there is an associated atrophy, more pronounced on the elbows, knees and heels, 
with dystrophy of toe nails and finger nails. There are spontaneous’ bullous 
lesions on various parts of the skin, which are unassociated with any inflammatory 
reaction, but there is atrophy at these sites. Minute cysts of the epidermis, coil 
and sebaceous glands can be noted. 

The patient has received a high vitamin diet, particularly rich in vitamins 
B and C, and the lesions were painted with solution of rosaniline and protected 
against trauma. 

DISCUSSION 

Dr. Joun G. Down1inec, Boston: I saw this patient within a few hours after 
birth and made a diagnosis of pemphigus neonatorum. Later, noting the atrophic- 
like areas at the sites of some of the original bullae, I changed this diagnosis 
‘ to the present one. The bullous lesions in the mouth at birth and the absence of 
pigmentation or any permanent changes make me wonder whether the present 
diagnosis of epidermolysis bullosa is correct. 

Dr. F. P. McCartuy, Boston: The knees, elbows and heels show extreme 
atrophy of the subcutaneous tissue, so much that they are beginning to take on a 
characteristic picture at the sites where repeated lesions have occurred. At the 
sites where only an occasional lesion appeared there seems to be complete 
regeneration without atrophy. Dr. Charles J. White, who saw the patient, 
expressed the opinion that in some patients with this disease resistance of the 


skin may develop at the time of puberty, with subsequent improvement. 


Lichen Planus. Presented by Dr. G. M. Crawrorp, Boston. 


About two and a half years ago a lesion appeared on the left eyelid of T. C., a 
woman aged 28, as a single small lesion and spread peripherally, leaving a clear 
center. Some time later a lesion appeared on the right arm, which has behaved 
in a similar fashion to the one on the lid. There has been no itching. 

The lesion on the left upper lid is circular and approximately 2 cm. in diameter. 
The center is clear and there is a slightly elevated border about 2 mm. in width. It 
is composed of partially coalescent papules of a shiny, flat-topped type. The color 
is pale red. At the outer canthus there is a small, elongated, flat-topped papule 
of the same type, about 1 by 2 cm. in size. The center of the larger lesion 
shows no definite scarring. There is little, if any, induration in the margin. On 
the upper portion of the anterolateral aspect of the right arm there is a lesion 
similar in size and appearance to the one on the eyelid. There is a lesion on 
the volar aspect of the right wrist similar to that located at the left outer canthus. 
In the mouth is a solitary lesion, which is on the dorsal aspect of the tongue 
and consists of an elongated oval area, 8 by 20 mm. in size, pale grayish white 
and somewhat smoother than the surrounding portion of the tongue. There are 
no lesions elsewhere on the skin or mucous membranes. 

Microscopic examination revealed a condition consistent with lichen planus. 

The patient has had mercury by mouth for six weeks, without benefit, and 
twelve injections of mercuric salicylarsenate (enesol) to date, with a possibly 
slight favorable response. 

DISCUSSION 

Dr. F. P. McCartuy, Boston: I think that the lesion on the tongue is 
more consistent with lichen planus than leukoplakia. The histologic differentiation 
of leukoplakia and lichen planus in the mouth is important in making the diagnosis. 
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In leukoplakia there are pronounced hyperkeratosis, moderate acanthosis and a - 
moderate amount of cellular filtration, which is characteristic, whereas in lichen 
planus the lesion tends to show slight hyperkeratosis but a decided acanthotic 
reaction, with the sharply defined cellular infiltrate like that which is present in 
cutaneous lesions. 

Dr. Jonn G. Downinc, Boston: I think this condition is one of the benign 
types of epithelioma. 

Dr. J. Harper BLAISDELL, Boston: Does lichen planus of that superficiality 
remain on a site two and one-half years? Would there be any objection to treating 
this lesion with screened radium? 

Dr. F. P. McCartuy, Boston: I suggest taking a biopsy specimen from the 
periphery of the lesion on the arm. 

Dr. G. M. Crawrorp, Boston: It would seem to me that the use of radium 
on this patient’s lid would perhaps be a little drastic, although not definitely 
contraindicated if properly handled. After all, if one leaves lichen planus alone 
long enough it will in all probability be a self-limited disease. In view of this, 
the application of radium to an eyelid might seem hardly worth while. I agree 
that twelve injections of enesol means very little. The interesting feature of this 
case is that although in reports of lichen planus on the eyelids the lesion is 
described as being of rather lacy, retiform, diffuse, faintly violaceous appearance 
with little or no elevation and occurring over nearly the entire lid, this patient 
shows a distinct annular type of lesion. 

Dr. Joun G. Downrnc, Boston: I suggest electrodesiccation of the lesion on 
the arm. 

Dr. C. Guy Lang, Boston: The lesion on the shoulder fits in well with lichen 
planus. Apropos of Dr. McCarthy’s discussion of lichen planus of the mouth, I 
am wondering whether there is not a fair clinical method of differentiating leuko- 


plakia of the mouth from lichen planus. Last spring I observed 2 cases of lichen 
planus of the tongue and mouth which had not responded to the use of estradiol, 
whereas conditions in other cases which had been diagnosed as leukoplakia had 
responded well. The condition in 1 of these cases had been considered leukoplakia 
in the beginning, but I think other lesions had appeared which indicated the 
diagnosis of lichen planus; it is possible that a therapeutic test with the progynon 
may furnish a clinical method of differentiation. 


Tuberculous Cutis Orificialis. Presented by Dr. F. P. McCartuy and 
Dr. A. W. CHEEVER, Boston. 


Ten months ago a painless swelling developed on the bridge of the nose of 
G. H. W., a man aged 65. Ulceration developed about the alae nasi and extended 
into the floor of the nose. A few weeks later ulceration began on the lips and 
extended into the oral cavity, involving the buccal mucosa of both cheeks. The 
duration of the ulcerated process was about four months. There has been little 
pain associated with the process, and the patient has continued to work until two 
weeks ago. He has lost about 20 pounds (9 Kg.) recently. 

Roentgen ray examination showed evidence of old fibrous phthisis in the chest. 

There is a rather deep ulceration involving the alae nasi and floor of the nose, 
with destruction of the cartilaginous septum. The base of the ulceration consists 
of granulated tissue with mucopurulent exudation. There is another extensive 
ulceration involving the upper and lower lips, with complete destruction of the 
tissue, except the middle third of the lower lip, and a rather deep ulceration 
involving the buccal mucosa of both cheeks. The areas involved are covered with 
granulated tissue with a mucopurulent exudation. 

Microscopic examination showed epithelioid tissue, giant cells and foci sug- 
gesting conglomerate tubercles. 

The patient is being treated with a high vitamin diet, rest and ultraviolet 
radiation. 
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DISCUSSION 

Dr. A. W. CHEEVER, Boston: When I first saw this man he had considerable 
slough in the area around the alae nasi and across the base of the columella. 
It looked like what is frequently seen in late syphilis, a green slough. There 
were at least two entirely disconnected areas, and probably three: one around the 
nose and one on each side of the mouth. This does not fit well with late syphilis. 
Nevertheless, that was my first impression. One Hinton test of the blood had 
given negative results. I did two more at intervals and their results were negative. 
I prescribed potassium iodide, starting at 5 grains (0.3 Gm.), three times a day 
and increasing the dose finally to 30 grains (1.9 Gm.), and the result was 
negligible. The possibility of carcinoma occurred to me, but that would not be 
likely to exist as three separate lesions. In carcinoma the tissues become bound 
together very hard, so that after the lesion becomes extensive, as it has in this 
case, the patient is scarcely able to open his mouth. Tuberculosis of this type 
I had not seen, and, frankly, I did not think of it until Dr. McCarthy had done 
his biopsy. Then we decided the condition was tuberculosis, though the patient 
is rather old for that. I have seen one or two superficial, shallow types of tuber- 
culosis of the mouth with exceedingly intense pain. This man does not have pain. 
An old fibrous process in the lungs does not necessarily mean that there must 
be tubercle bacilli in the sputum, but it is possible that they are present and that 
this condition is an infection from the lungs. He has lost a good deal of weight, 
although he was still working when I first saw him. 


Dr. BERNARD APPEL, Boston: I have had occasion to administer sulfanilamide 
in several instances in which I was impressed with the destruction of tissue as a 
result of secondary invaders more than by the primary underlying cause. In 
this case it seems to me that, as a result of the lowered local resistance from the 
focalization of the tubercle bacilli, the greatest degree of destruction of tissue 
is probably produced by secondary invaders, perhaps of the streptococcus type. I 
suggest the use of sulfanilamide, perhaps by the simple method of crushing a few 
tablets in the proportion of 2 or 3 tablets, 5 grains (0.3 Gm.), to an ounce (30 cc.) 
of water and applying it freely, either as a wash or as a constant wet application, 
followed by the application to the exposed areas of an ointment in which either 
solution of azosulfamide is incorporated with a hygroscopic ointment, or one in 
which the sulfanilamide itself is ground up with some water to a paste and 
incorporated with hydrous wool fat. 

Dr. Joun G. Downtne, Boston: The fact that this man has fibroid tuberculosis 
of the lungs is against a diagnosis of active tuberculosis of the skin. Its appear- 
ance suggests a syphilitic lesion, commonly seen on the nasal septum, and I recom- 
mend that he be given a fairly intensive course of arsphenamine and a bismuth 
compound. 


Dr. A. W. CHEEVER, Boston: Dr. Downing spoke of the septum of the nose 
being a common place for syphilitic destruction. I certainly agree with that, but 
the septum in this instance has no perforation. The destruction is just at the base 
of the columella, which in my opinion is an exceedingly rare place for syphilis 
to attack. We have a photograph that was taken in the days of Dr. Abner Post 
at the Massachusetts General Hospital of such a condition. I have never seen 
another, and I have seen numerous gummas of the septum which produced 
perforation in and sagging of the bridge of the nose. A suggestion was made to 
search for Hansen’s bacillus. This has not been done. It did not occur to me. I 
have encountered only 50 or 60 cases of leprosy, and in only 1 of them was 
there a condition which even remotely suggested this picture. 

Dr. F. P. McCartuy, Boston: I have observed a few cases of leprosy in 
Panama, and the condition in the present case does not suggest this disease. The 
process shows no nodulation and is destructive rather than proliferative. The 
ability to open the mouth is based on the insulation of the lesion with thick 
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granulations, which permits him to open his mouth without much discomfort. The 
acute superficial tuberculous oral ulcer tends to be painful. 

Dr. F. M. Tuurmon, Boston: I suggest that a Frei test be done. Incidentally, 
there is no glandular adenopathy of the neck in this case. 


Occupational Dermatitis (Oil). Presented by Dr. C. Guy Lane, Boston. 


M. A., a machinist 68 years of age, has had dermatosis of the face, arms, 
axillas and lower part of the abdomen for three years. He has some hoarseness 
and has lost 35 pourids (16 Kg.) in the last six months. 

Scattered over the arms, axillas and lower part of the abdomen are tan-brown 
hyperkeratotic follicles and follicular plugs. The scrotum shows scattered keratoses. 
The arms are deeper brown, with no hair, and there are many keratotic areas, 
showing the “shagreen” skin described by White. 

Postmortem examination showed carcinoma of the esophagus with laryngeal 
paralysis. 

DISCUSSION 


Dr. C. Guy LANE, Boston: This case was brought to my attention recently 
as one of questionable acanthosis nigricans, but I feel that is not the correct 
diagnosis. There is no involvement of the eyelids or anything characteristic of a 
nigricans lesion, but the patient does give the history of being a machinist for 
over forty years and being in contact with oil. He shows what I think is the 
condition described in White’s book (White, R. P.: Occupational Affections 
of the Skin, ed. 3, London, H. K. Lewis & Co., 1928) in connection with work 
as a machinist, oil worker or mule spinner. There is another interesting feature 
about him. He has on the left side of the scrotum an early keratosis which 
White described as occurring in these workers. It is interesting that the only 
other case which I have encountered that fits into this group was that of a mule 
spinner who had a similar appearance of his arms, perhaps more decided, and an 
epithelioma of the scrotum, which had to be removed; so these two conditions 
apparently do go together. It is curious that so few of these cases are observed 
in this country, while White described a number of them in England, the reason 
being perhaps the use of an oil with different carcinogenic factors. 

Dr. A. W. CHEEVER, Boston: I agree with Dr. Lane. I had occasion a 
short time ago to observe 3 cases at the Plymouth Cordage Company much 
like this; in 1 of them there was a well developed epithelioma of the scrotum. 
All 3 patients had been mule spinners in England before they came to the 
Plymouth Cordage Company. 
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Generalized Granuloma Annulare. Presented by Dr. Maurice J. CosTeE.to. 


D. W., a boy aged 9 years, from Bellevue Hospital, born in New York, gives 
no family or personal history of tuberculosis. His mother suffers from hay fever. 
He has had this eruption for eight months. The lesions are on the face, on the 
extensor surfaces of the extremities and, in a lesser degree, on the torso. The 
eruption consists of infiltrated, raised, flesh-colored, pea-sized to dime-sized, non- 
scaly, circinate lesions, which are nonpruritic. They begin as papules and increase 
in size by peripheral extension, leaving a clear center. A biopsy specimen was 
taken, but there has been no report on the histologic examination. 





SOCIETY TRANSACTIONS 


DISCUSSION 

Dr. Rospert R. M. McLAuGHLIN: My diagnosis is that of the presenter. An 
interesting point is that the mother gave a history of an eruption she says was 
psoriasis, and many of the lesions in this boy are in psoriatic areas. I do not 
entertain a diagnosis of psoriasis, however. 

Dr. Lestie P. BARKER: [I have never seen granuloma annulare so extensive. 
I do not think the lesions are typical of that disease, and only one lesion on the 
hand is suggestive, but certainly this diagnosis must be entertained until the his- 
tologic examination has been made. 

Dr. Larrp S. Van Dyck: I found it difficult to make a diagnosis in this case. 
I did not see any waxy papules or annular lesions so commonly found. The lesions 
are semiatrophic and wrinkled as if they could be pushed under the skin. I am 
forced to agree that the diagnosis of granuloma annulare is probably correct. The 
lesions may not appear typical because they are undergoing involution. 


Avitaminosis A (Phrynoderma) and Vitiligo. Presented by Dr. Maurice 
J. CosTELLo. 


Mrs. M. R., a Puerto Rican housewife aged 24, from Misericordia Hospital, 
had a child by cesarean operation in 1935. She was operated on for cholelithiasis 
in June 1939. She has been on a low fat diet for nine months, during which time 
she has not eaten butter, eggs or fatty foods. The eruption has been present for 
six months. It consists of nonitchy, sharply demarcated, coin-sized patches of 
closely aggregated keratotic papules resembling lichen spinulosus. The eruption is 
located on the back, in the deltoid region and on the posterolateral aspect of the 
arms. The patient stated that she had night blindness, but this was not confirmed 
by the biophotometer tests. 

DISCUSSION 


Dr. Ropert R. M. McLaucuiin: I cannot agree with the diagnosis of 
avitaminosis A. Follicular lesions are not on the extensor surfaces of the arms or 
legs. They are only on the shoulders and scattered over the arms. They seem 
to be grouped and do not show any perifollicular pigmentation or heavy plugging. 
I realize that a typical picture is not necessary, but this woman is overweight, and 
the fact that she has not taken fats for a while should not necessarily deprive her 
of vitamin A if the diet had been adequate up to that time. Regarding the pig- 
mentary changes on the face, the woman is a Puerto Rican, and dozens are seen 
at St. Luke’s Hospital with this type of eruption. I do not know what to do in 
cases of this kind. 

Dr. Larrp S. VAN Dyck: I should like to see the results of a therapeutic test 
with large doses of vitamin A. 

Dr. Henry D. Nites: I accept the diagnosis of avitaminosis A, but this is 
not the picture I visualized from reading descriptions of this eruption. I have 
never encountered a case accepted by every one. These lesions are more grouped 
than I understand they are supposed to be in this condition. They should resemble 
acne, with comedos profusely distributed over the extensor surfaces of the arms 
and legs. Night blindness and the history of an inadequate diet suggest avitami- 
nosis A as the first diagnosis. 

Dr. ANTHONY C. CrpoLtLaro: The patient has follicular keratosis on the 
shoulders and backs of the arms. She also has some visual difficulties at night. 
She does not eat butter, eggs or milk. If there is such a thing as a clinical 
picture of avitaminosis A, I think the picture in this case is a good example. 
Articles in the ARCHIVES, especially by Frazier and Hu (Frazier, C. N., and Hu, 
C. K.: Arcu. Dermat. & SypnH. 33:825 [May] 1936), have reported cases of 
extreme avitaminosis A. The keratoses were large and numerous, and the general 
nutrition of the patient was poor. There were evidences of xerophthalmia in 
some cases. I think that the case presented tonight is one of avitaminosis A. 

Dr. Ricuarp J. Kerry: I agree with Dr. Cipollaro. I should not jump to 
the conclusion that the condition is not a vitamin A deficiency. It may be in the 
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early stages, showing only beginning lesions. I think the patient should be given 
vitamin A therapy and the effect of this therapy should be reported here in two 
months. 

Dr. Maurice J. CosTeLtto: In the cases reported by Frazier and Hu the con- 
dition was severe because the patients’ diet was inadequate in quantity as well as 
deficient in vitamin A. The eruption on this patient’s face is vitiligo, not chloasma, 
even though the pigmented patches are the more conspicuous. The borders of the 
vitiliginous areas are convex and hyperpigmented. In summer the eruption becomes 
more noticeable because the normal skin becomes hyperpigmented and the vitiligin- 
ous areas are unaffected. 


A Case for Diagnosis (Purpura Annularis Telangiectodes?). Presented 
by Dr. THomas N. GRAHAM. 

E. G., a man aged 34, from New York Hospital, has purpuric, annular lesions 
of two months’ duration symmetrically distributed over the legs, most pronounced 
on the lateral aspects, in somewhat linear distribution. The lesions do not fade 
on pressure. The central areas of the lesions present some increased brownish 
pigmentation. The microscopic study showed flattening and thinning of the epi- 
dermis, with hyperkeratosis and parakeratosis. The cutis showed some increase 
of fibrous tissue with a small amount of perivascular lymphocytic infiltration. No 
histologic diagnosis was made. 

DISCUSSION 

Dr. Rospert R. M. McLaucHiin: I think this case is interesting because 
many like it are encountered. Groups of purpuric spots that come and go are 
often seen. I think the diagnosis has to be based on histologic study. 

Dr. Larrp S. Van Dyck: I should diagnose this condition as purpura annu- 
laris telangiectodes on the basis of the annular lesions, the suggestion of atrophy 
and the multiple telangiectatic and purpuric spots. Pigmentation is not a promi- 
nent feature. The fact that it clears up at times is in favor of that diagnosis 
rather than Schamberg’s disease. 

Dr. Henry D. Nites: I agree that the probable diagnosis is Majocchi’s dis- 
ease. Many conditions presented as Majocchi’s disease do not look as typical as 
this. The patient has many annular lesions, but many other patients presented 
with this diagnosis do not. There is wrinkling in the centers of the lesions. To 
prove the diagnosis one needs a histologic examination. Hyaline degeneration of 
the vessel walls is considered characteristic of this condition. 

Dr. ANTHONY C. CrpotLaro: I think as Dr. Van Dyck does about this case. 
Although many conditions have been diagnosed, few have proved to be that dis- 
ease. Nevertheless, the lesions presented fit in with the description of purpura 
annularis telangiectodes. 

Dr. Maurice J. Costetto: I think that the diagnosis of Majocchi’s disease 
should be considered for the reasons stated, but I am of the impression that the 
scarring which follows the superficial ulcerations in Majocchi’s disease is deeper 
and the pigmentation is more apparent. The patient stated that he had not eaten 
fruit for the past three months because it caused abdominal pain and gastro- 
intestinal upset. I wonder if the condition is not a purpuric eruption secondary to 
a deficiency of vitamin C. : 

Dr. RicHarp J. Ketty: I do not think this condition is typical of Majocchi’s 
disease, but there is a suggestion of atrophy in the center of the three annular 
lesions. 


A Case for Diagnosis (Lichen Nitidus Plus Erythema Multiforme?). 
Presented by Dr. Henry D. NILEs. 
C. M., a white girl aged 6 years, was first seen last September. At that time 
she had many tiny skin-colored, lichenoid papules on her arms and legs. Histologic 
examination of the section from her right wrist showed lichen nitidus. 
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Over a year ago red patches appeared on her face. These were not present 
on her first visit last September but have recurred since, and similar lesions have 
appeared on the arms. 

There are many pinhead-sized, skin-colored, lichenoid papules on the flexor 
surface of the wrists and forearms and on the legs. There are several round and 
annular, red, edematous patches on the face and arms and several irregular areas 
of hyperpigmentation and depigmentation on the arms. There are faint remains 
of a former red patch on the dorsum of the tongue. 

Three examinations of scrapings from lesions on the tongue, face and arms 
showed no fungi. Erythrocytes numbered 3,950,000, and the hemoglobin amounted 
to 66 per cent. The patient is subject to constipation, for which she has taken a 
phenolphthalein-containing product, ex-lax, at times. She also has taken expectorant 
mixture N. F. several times. 

Both types of lesions have improved with boric acid ointment. A 2 per cent 
solution of gentian violet was used before this, without much benefit. 


DISCUSSION 


Dr. Lestre P. Barker: The lesions are now undergoing involution and are 
not as typical of any eruption as they probably were on admission. However, 
the mother gave a history that the child had taken phenophthalein and some cough 
medicine, and I think the possibility of toxic erythema or erythema multiforme 
must be considered. 


Dr. ANTHONY C. CrpoLttaro: I cannot make a clinical diagnosis in this case. 
It seems to me to belong to the erythema group of cutaneous diseases, possibly 
erythema multiforme. There are no specific therapeutic suggestions which I can 
make. The general health should first be improved. 


Dr. Lairp S. VAN Dyck: I agree with Dr. Cipollaro that the best way to 
classify the case is as one of chronic erythema multiforme. The semicircular, 
slightly raised, erythematous lesions indicate that it belongs to that group, which 
includes erythema annulare. 


Dr. Ricuarp J. Ketty: I agree with the previous speakers. I think there is 
some reason for the presence of this erythema multiforme type of lesion. Drug 
and food sensitivity should be carefully investigated. I think any of these types 
of lesions respond to bland ointments for a while. I should like to see a roent- 
genogram of the child’s chest and a Mantoux test made. 


Dr. Maurice J. Costetto: I think that this patient has erythema multiforme 
perstans. The interesting feature of the eruption is that the active lesions border 
the areas of depigmentation and do not encroach on the normal tanned areas. 
Both eruptions may be due to the same cause and are probably toxic in origin. 
I agree with Dr. Kelly that a roentgenogram of the chest and tuberculin tests 
are indicated. 


Dr. Ropert R. M. McLaucuiin: I wonder if the condition in this case might 
not fall into the group of winter eczemas. The blood picture was reported as 
simple anemia. Was there any examination for leukemia? The fact that the 
eruption cleared with simple boric acid ointment indicates a cutaneous deficiency as 
well as general malnutrition. 


Dr. Henry D. Nites: I am not convinced that even lichen nitidus is a tuber- 
culid. I think tuberculin tests should be made. A clinical examination and a 
physical examination of the chest in the pediatrics department showed no evidence 
of tuberculosis. I do not know what form of tuberculosis the other eruption might 
be. Even if she did have tuberculosis of the chest and lichen nitidus were tuber- 
culous in origin, still I do not know how to connect the other eruption with 
tuberculosis. She took phenolphthalein seldom and expectorant mixture N. F. often. 
She is chronically constipated, which is unusual in a child of this age. I believe 
this condition is a toxic erythema multiforme type of eruption but probably not 
tuberculous. 
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A Case for Diagnosis (Erythema Multiforme Bullosum? Pemphigus?). 
Presented by Dr. Latrp S. Van Dyck. 

E. T., a man aged 35, a clerk, was first seen Dec. 8, 1939, with an eruption on 
the lips which had been recurrent since October 1934. The first attack appeared 
in the form of blisters on the hands and feet and inside the mouth, on the tongue, 
cheeks and gums. Cultures of material taken at that time were reported as nega- 
tive. He was treated at Mount Sinai Hospital, where he was fed intravenously 
for three days and in the following three weeks lost 21 pounds (9.5 Kg.). The 
diagnosis made at that time was herpes or erythema multiforme bullosum. The 
next attack occurred in May 1936. This was not as bad and cleared up at home 
in three weeks. The next attack was in July 1937, when blisters broke out on 
the lips, hands and feet. The lips were covered with thick crusts. He stayed in 
bed one week, then went to the New York Post-Graduate Medical School and 
Hospital, where it was suspected that he had pemphigus. He was in the hospital 
for a week and was given injections which made him feel better, but since that 
time he has never been entirely free from this condition. The eruption travels 
around in the mouth and on the lips and inside the nose. Roentgenograms of his 
teeth and sinuses were normal. Examination on Dec. 8, 1939 revealed bullae and 
eroded lesions on the lips, tongue and buccal mucosa. There were iris lesions on 
the palms and dorsa of the hands. Roentgen dermatitis is present on the right 
cheek, where he was treated for lupus in 1917. 

Laboratory reports showed the Wassermann reaction to be negative and the 
urine and blood count normal. 

DISCUSSION 


Dr. RicHarp J. Ketty: I should like to see an investigation carried out as to 
drugs that he may have been taking. 

Dr. Henry D. Nires: I have investigated the tuberculous origin of erythema 
multiforme in cases I have encountered and have not found a case yet in which 
the condition was due to infection with an acid-fast bacillus, but I suggest the 
possibility in this case. There are many articles in the literature, especially the 
European, concerning this (Proppe, A.: Dermat. Ztschr. 68:331, 1934. Mayrhofer, 
H.: Ztschr. f. Tuberk. 72:15, 1935). 

Dr. ANTHONY C. CrpotLaro: I do not think that these cases are very uncom- 
mon. The question of diagnosis always comes up. Are these examples of 
recurrent herpes simplex or of erythema multiforme? It is difficult to know what 
to do therapeutically. I should investigate the case and remove all foci of infec- 
tion. Sulfanilamide is said to be beneficial in some cases. 

Dr. Maurice J. CosteLto: I agree with Dr. Cipollaro, who suggested treat- 
ment with sulfanilamide. Should this fail, I should try sulfapyridine. Recently 
J presented a case of dermatitis herpetiformis of five years’ duration which cleared 
up after two weeks’ treatment with sulfapyridine, in spite of the fact that sulf- 
anilamide had been given for several weeks without benefit (ArcH. Dermat. & 
SypH. 41:134 [Jan.] 1940). The patient under discussion had the eruption on the 
genitals once. The atrophy of the right side of the face with the cutaneous mani- 
festations of roentgen dermatitis bears out the fact that roentgen ray or radium 
treatment given in large doses to a growing child causes retardation of normal 
osseous development in the treated areas. 

Dr. Lamp S. Van Dyck: Repeated questioning has failed to elicit any hides 
of taking drugs. There was no medication previous to the appearance of this 


attack. 


Prurigo Mitis. Presented by Dr. Maurice J. Coste.to. 

E. M., a boy aged 21 months, from Misericordia Hospital, of Irish and French- 
Canadian parentage, has no history of personal or family allergy. He had injec- 
tions of diphtheria toxin-antitoxin when he was 10 months old and was vaccinated 
with cowpox recently. The eruption is of three weeks’ duration, and no other 
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member of the family is similarly affected. Eggs and sweets have recently formed 
a considerable addition to his diet. The eruption consists of numerous scratched 
papules and tense papulovesicles which are generalized, including the scalp, face 
and soles. They are present mostly on the extensor surfaces of the extremities. 
Many of the lesions on the back are urticarial, and the pruritus is severe. 


DISCUSSION 


Dr. Lamp S. Van Dyck: For therapy I suggest that Cornbleet’s method of 
injecting solution of parathyroid be tried. Excellent results have been obtained 
in a series of cases of papular urticarias in children. 

Dr. Henry D. Nixes: I agree with the diagnosis. I think the case is a typical 
one of this condition. The condition interests me because it is seen in milder form 
frequently and the occasion for differential diagnosis from scabies often arises. 
In infants scabies appears on the scalp, palms and soles and simulates prurigo 
mitis. This patient has lesions on the soles which if seen alone would pass for 
infantile scabies. I have observed cases in which dermatologists were divided 
equally in opinion as to whether the condition was scabies or prurigo. I always 
hope that the patient proves to have scabies, because the prognosis is so much 
better and the cure is so much more rapid. If this child does not improve in a 
reasonable length of time I suggest a therapeutic test with sulfur ointment for a 
week or two. No harm can be done, and there might be surprising benefit. I 
second Dr. Van Dyck’s suggestion of solution of parathyroid, and I should build 
up the general nutrition. This condition is more common in Europe, where feeding 
is inferior to what it is here, and it is limited to children of the poorer classes. 
Adequate diet and vitamin therapy are indicated. 

Dr. Ropert R. M. McLAuGuHiin: I think that in infants at this age the history 
of ingestion of new foods or of cod liver oil should be gone into thoroughly. The 
condition in this case is an excellent example of the diagnosis. The fact that there 
are urticarial lesions which have become vesicular, and in some cases pustular, and 
the short duration make me think of something recently being added to the diet. 
The duration is not long enough really to establish the diagnosis. 

Dr. Lestre P. BARKER: Some pediatricians believe this disease is precipitated 
by the ingestion of raw fruit, but in most of the cases I have observed the con- 
dition has occurred during the winter and in children who were not taking raw 
fruit, except perhaps orange juice, which had not been recently added to the diet. 

Dr. ANTHONY C. Crpottaro: I agree with the diagnosis. 

Dr. Maurice J. CosteLtto: This severe type of prurigo is not often seen, 
especially when the eruption is of such short duration. Whenever pruritic, papulo- 
vesicular lesions are seen on the soles, the diagnosis of scabies should be con- 
sidered, but this eruption appeared quickly and rapidly became generalized. The 
lesions are mostly on the extensor surfaces, and no other member of the family 
has been similarly effected. 


Erythema ab Igne. Presented by Dr. Maurice J. CostTeE.to. 


E. J., a white housewife aged 32, from Bellevue Hospital, had a genital 
syphilitic chancre in 1932, which was followed by a secondary eruption. At that 
time she had inadequate antisyphilitic treatment. On the upper third of the 
posteromedial aspect of the left thigh there is a dark brown, reticulated eruption, 
which appears to correspond to the network of the superficial veins. There is a 
fine scale present on the noninfiltrated pigmented areas, and there is slight atrophy. 
The affected area corresponds to that part of the left thigh which comes in contact 
with a heated radiator. The patient was not aware of its presence until three 
weeks ago. The right thigh is not similarly involved, because in the sitting 
position she crosses the right leg over the left. The Wassermann reaction of the 
blood was negative twice in the past ten days. This case is presented because 
the condition simulates a diffuse, tertiary syphilid. 
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DISCUSSION 


Dr. Ropert R. M. McLaucurin: I agree with the diagnosis. It is interesting 
that if the patient has syphilis, which has not been proved yet, the trauma did 
not produce a tertiary lesion. She has dermatitis on the flexor surfaces of the 
arms which dates from the same time as that on the thigh. 

Dr. Henry D. Nires: I agree with the diagnosis. 


Onychomycosis. Presented by Dr. ANTHONY C. CIPOLLARO. 


Miss M. C., a stenographer aged 22, born in the United States, has had changes 
in the nails for about two years. She has been treated with various remedies, 
including roentgen rays, which were given by a general practitioner at his office. 
Most of the nails of the toes and of the left hand were removed surgically, but 
when they grew in they became infected. 

The patient now presents changes in all the toe nails and in the nails of the 
thumb, middle and ring fingers of the left hand. The toe nails show subungual 
hyperkeratosis, yellowish discoloration and eversion of the lateral and distal 
margins. The nails of the left hand show similar changes, except that they 
appear to be more accentuated. The left palm is dry. This may be a manifesta- 
tion of overroentgenization. The left hand appears to be smaller and paler than 
the right hand, and the affected terminal phalanges of the left hand seem to be 
smaller than the corresponding ones on the right hand. Also, the left breast is 
smaller than the right breast. 

The patient complains of pain in the left hand and says that she cannot use it 
as much as the right hand. All these things suggested trophic changes and the 
possibility of a cervical rib was considered, but roentgenologic and complete 
neurologic examinations gave negative results. 

The reaction to intradermal trichophytin was mild. 

Microscopic examination of scales from the left hand and from the nails showed 
fungus. 

DISCUSSION 

Dr. Maurice J. CostEtto: I agree with the presenter that there is definite 
atrophy of the left hand. She had rheumatic fever, for which many injections in 
the arm were given. She might have received injury to the brachial nerve. I 
once saw a patient with paralysis of the upper extremity which followed an injec- 
tion of tetanus antitoxin in the deltoid region of the arm. She stated that she has 
constant neuralgic pain. A roentgenogram taken obliquely might show the presence 
of a rudimentary cervical rib on that side. 

Dr. THomas N. GRAHAM: I think there is definite atrophy, and I agree with 
Dr. Costello that the case should be further investigated. 

Dr. Ropert R. M. McLaucuiin: I do not see why this condition has to be 
more than a chronic fungous infection of the nails. I noted with interest all of 
Dr. Cipollaro’s findings, and I was hoping he would mention a cervical rib. In 
view of the negative findings, I think we have to come to the conclusion that the 
condition is simply a fungous infection. . 

Dr. Henry D. Nites: I do not agree with that diagnosis, as it does not 
explain the difference in the size of the fingers of the two hands, which is definite. 
I am disappointed that no cervical rib was found. I presume that all causes of 
pressure on the nerves have been eliminated. Besides the possibility of cervical 
rib, axillary adenopathy or a mediastinal growth or some condition of that sort 
might be the cause. The fact that she has a proved fungous infection on the 
one hand could be explained on the basis of poorer nutrition in that hand than 
in the other, although the infection is on both feet too. I should still like to 
investigate the question of something causing pressure atrophy or some nerve 
change. 

Dr. Lamp S. Van Dyck: The shape of some of the nails, especially the 
degree of curvature, points to a dystrophy rather than to a simple fungous infection. 


Dr. Ricnarp J. Kerry: There is definite atrophy over the thenar eminence 
of the left hand and the left thumb, index finger, third finger and outer side of 
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ihe fourth, or ring finger, following the distribution of the radial nerve. What the 
causative factor is I do not know, but cervical rib suggests itself because the 
condition is unilateral. 

Dr. ANTHONY C. Crpot_aro: The left palm is drier than the right, and the 
skin appears to be rough. It is possible to have atrophy of the soft tissue as a 
result of roentgen irradiation and also atrophy of the bony structures. All the 
affected nails were avulsed twice by her physician, and each time they grew back the 
same deformity resulted. A neurologic examination showed her to be psycho- 
neurotic, but this condition does not explain the anatomic changes of the nails and 
the left upper extremity. 
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Pemphigus Erythematodes (Senear-Usher). Presented by Dr. Rospert R. M. 
McLAUGHLIN. 

Mrs. M. M., a Lithuanian aged 45, for the past ten years has had an eruption 
on the seborrheic areas and also on the lips and in the mouth. There are a few 
scattered lesions elsewhere. The disease is worse in winter. The oral condition 
has been better since the teeth were extracted one week before Christmas 1939. 

At present there is a crusting, moist eruption on a red, inflammatory base, 
characterized by occasional bullae on the glabrous skin and by areas on the 
mucous membrane of the mouth that are bullae on denuded bases. 


DISCUSSION 


Dr. THomas N. GraHAm: Since the removal of infected teeth caused a definite 
change in the eruption, I think vaccines would be worth trying. Some information 
may be obtained from intradermal tests with autogenous vaccines prepared from 
all possible foci of infection. Those giving a positive reaction could be used for 
treatment. 

Dr. Henry D. Nites: I agree with the ‘diagnosis. I should like to mention 
an unorthodox form of therapy for this condition, namely roentgen ray treatments. 
I have treated 2 or 3 patients with this type of eruption at the Skin and Cancer 
Unit of the New York Post-Graduate Medical School and Hospital with roentgen 
rays. They obtained more benefit for a time from this than from any other 
treatment. At least, they cleared up for a while. It does not seem logical, but 
very few treatments (four or five) are effective with the dose % skin unit 
unfiltered (75 r). 

Dr. Lairp S. vaAN Dyck: I think this case is definitely one of benign 
pemphigus. 

Dr. RicuHarp J. Ketty: I agree with the diagnosis. I should be interested in 
knowing if this condition would be benefited by injections of moccasin snake venom. 

Dr. Danie. G. KunttHau: I believe that roentgen ray treatment would 
relieve the itching. Would sulfanilamide help? Has it been tried in this case? 

Dr. Ropert R. M. McLAuGuHitn: Bullous lesions have developed on the 
upper part of the back and one on the right elbow, apparently the result of an 
injury. The literature is not encouraging regarding sulfanilamide treatment in 
these cases; so I am not keen on trying it. She has had viosterol in oil by mouth. 
I presented her for suggestions as to treatment. 


A Case for Diagnosis (Dermatitis Medicamentosa). Presented by Dr. 
DanieL G. KUHLTHAU. 
Miss B. A. O., aged 17, states that she had an eruption on her legs beginning 
in June 1938, which cleared up under treatment with a salve. She has had the 
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eruption off and on since, the present eruption being of six months’ duration. 
She gives a history of having had an abscessed tooth, which was treated just 
previous to this recent attack. She also gives a history of having taken iodized 
salt over a considerable period of time. 

Scattered over the legs are numerous nodular lesions, varying in size from 
that of a hazelnut to that of a hen’s egg and in color from red to purplish red. 
Some have healed, leaving pigmentation. Some present several sinuses which 
discharge yellowish seropurulent exudate. 

To date she has received five exposures of ultraviolet radiation and in addition 
has used an ointment containing cod liver oil and also a 1: 5,000 solution of 
potassium permanganate on the discharging areas. She has improved greatly 
under this therapy. 

DISCUSSION 


Dr. Henry D. Nixes: I agree that this condition is most likely a halogen 
eruption. There is a history of her having used iodized table salt at one time. 
The lesions were once fungating. They usually improve without any treatment 
if the administration of the halogen is discontinued. Although the taking of salt 
was discontinued five months ago and a new lesion appeared only two weeks ago, 
I think it would be worth while to make iodine and bromide determinations on the 
urine before and after injections of sodium thiosulfate. If this condition were 
syphilis one would not expect a bilateral eruption. It is too superficial for tuber- 
culosis of the skin. It has apparently healed well. 

Dr. RicHarpD J. Ketty: I agree with Dr. Niles that the condition is an iodide 
eruption. 

Dr. Lairpv S. vAN Dyck: My impression is that the condition is bromoderma 
or iododerma. I should treat her with intravenous injections of physiologic solu- 
tion of sodium chloride. 

Dr. Ropert R. M. McLAuGHLtIn: The first guess I should make on this patient 
depends on an eruption shown to me in Philadelphia as a bromoderma. This girl 
does not show the fungating masses but does show what seems to be characteristic 
growth at one edge and healing in other parts in rather serpiginous lesions. They 
occur on both legs but more on one than on the other. Other diseases have to be 
considered, such as tuberculosis (syphilis being ruled out on account of the negative 
Wassermann reaction of the blood). The final guess I might make would be a 
deep fungous infection, but there is no real clinical basis for this diagnosis. 

Dr. THomas N. Grawam: I think that Bazin’s disease and syphilis can both 
be ruled out by the absence of characteristic scars from previous lesions. All of 
the patients with Bazin’s disease I have seen presented shiny white scars at the 
sites of previous lesions. The scars of tertiary syphilis are also typical. The one 
scar seen in this case is superficial and does not resemble either of these conditions. 
I think that this patient probably has bromoderma or iododerma. 
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Prurigo Gestationis. Presented by Dr. Maurice J. CosTetto. 


Mrs. M. C., a Puerto Rican primipara aged 21, from Misericordia Hospital, 
is in her seventh month of gestation. She presents a discrete, severely scratched 
papular eruption confined almost entirely to the extensor surfaces of the extremi- 
ties. It has been present two weeks. The lesions, which are numerous, vary in 
size from that of a pinhead to that of a lentil. 
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Prurigo Gestationis. Presented by Dr. Maurice J. CosTELLo. 


Mrs. E. D’A., an Italian multipara aged 37, from Misericordia Hospital, is in 
her eighth month of gestation. She presents an eruption of one month’s duration 
similar to that in the previous case. The eruption is on the extensor surfaces of 
the extremities and on the V of the chest. A similar eruption occurred during 
the pregnancy preceding the present one. 


DISCUSSION 
Dr. Henry D. Nites: I agree with the diagnosis. 


Dr. Maurice J. Costetto: I have seen a number of examples of this con- 
dition at Misericordia Hospital. The discrete, scratched papular eruption occurs 
on the extensor surfaces, as a rule, in the last few months of pregnancy and dis- 
appears soon after the delivery. The application of 10 per cent juniper tar relieves 
the pruritus. I should like to know from an endocrinologic point of view what 
causes this type of eruption. There are no vesicles, and in this manner the con- 
dition differs from herpes gestationis. 


A Case for Diagnosis (Rosacea with Keratitis? Rosacea-Like Tuberculid 
of Lewandowsky?). Presented by Dr. Ricwarp J. KELty. 


Mrs. E. S., aged 54, states that for the past five years she has had an eruption 
on the forehead, the middle part of the face and the chin, characterized by diffuse 
redness with some scaling and numerous small reddish brown, slightly elevated 
lesions. She has also had scaling and itching of the scalp during this period. 
During the past six months the left cornea has become clouded and the corneal 
margin toward the inner canthus has shown a small ulceration. She was first seen 
by an ophthalmologist, who referred her for dermatologic care. Permission to 
perform a biopsy was refused. Under diascopic pressure the papular lesions had 
an apple jelly appearance. 


The patient has received six injections of old tuberculin (1 to 1,000,000 dilution) 
at biweekly intervals. During this time the eruption has shown decided improve- 
ment. Also, the keratitis in the left eye has subsided almost entirely. No special 
attention has been paid to the diet. White lotion N. F. was applied locally, but 
its application was discontinued after one week because the patient complained of 
excessive dryness. 


DISCUSSION 


Dr. ANTHONY C. CIPOLLARO: I have been interested in cases of rosacea-like 
tuberculid of Lewandowsky from the standpoint of diagnosis and therapy. It 
would be difficult to make that diagnosis in this case. As to distribution in cases 
of rosacea-like tuberculid of Lewandowsky, the lesions are always on the flush 
areas of the face. In this patient the lesions are localized in the central portions 
of the face, the nose, glabella and chin. The primary lesion in rosacea-like 
tuberculid of Lewandowsky is a papule, and on diascopic pressure there is a definite 
and characteristic apple jelly nodule. Erythema and scaliness are present. I have 
seen patients who have improved on application of white lotion N. F. alone, others 
that have improved with injections of old tuberculin and others who have improved 
with administration of gold sodium thiosulfate. 


Dr. Henry D. Nires: I saw four or five papules which I should accept as 
apple jelly nodules. They were not definite, however, and the eruption is not 
typical now. From the history, the patient has improved so much that a good deal 
of the eruption has disappeared, but I consider that there is still enough to confirm 
the diagriosis. I have had the same experience as Dr. Cipollaro, that one cannot 
prove that the eruption was Lewandowsky’s tuberculid because it showed improve- 
ment after tuberculin was administered. Other patients can be given every type 
of treatment, including a salt-free diet and ultraviolet irradiation, and the con- 
dition is resistant to everything. I think it would be interesting, if it were still 
possible, to make a histologic examination of one of the few remaining lesions. 
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Even that might not confirm the diagnosis. The tuberculin reaction is in favor 
of the presenter’s diagnosis, although there is some dispute as to whether these 
patients are hypersensitive to tuberculin. 

Dr. Ropert R. M. McLAuGuHiin: If this condition is a tuberculid, I think the 
ocular lesion is interesting, because it seems to be more like a tubercle than the 

* usual ulceration of a rosacea corneal lesion. There is a radiating infiltration up into 
the cornea from its periphery. The improvement following the injections of tuber- 
culin may be of the same order as that following injections of staphylococcus 
toxoid in the cases of ordinary rosacea. 

Dr. THomas N. GRAHAM: I agree with the diagnosis. I think there are three 
or four nodules which are typical of that dermatosis and which do not fit in with 
ordinary rosacea. They definitely have an apple jelly appearance. 

Dr. Maurice J. CosteLLto: When the injection of tuberculin was given, did 
the eruption become worse for a time thereafter? In my cases there has been a 
temporary flare-up within twenty-four hours after the injection. A woman had a 
temperature of 104 F. for forty-eight hours. She improved only while the injec- 
tions of tuberculin were given. I did not see the patient under discussion, but I 
have not seen ocular lesions occurring with the rosacea-like tuberculid of 
Lewandowsky. 

Dr. LestrE P. Barker: I admit there are two or three lesions on the nose 
that suggest rosacea-like tuberculid of Lewandowsky, but the entire picture, namely, 
the involvement of the central part of the face, the blepharitis and the keratitis, is 
certainly much more suggestive of rosacea. I think a biopsy should be performed 
in order to make a more definite diagnosis. Rosacea may improve with tuberculin 
therapy or without any therapy, and the fact that this patient has improved with 
injections of tuberculin does not prove that she has rosacea-like tuberculid of 
Lewandowsky. 

Dr. RicHarp J. Ketty: The eruption on the middle part of the face did not 
become worse after the first intradermal injection of old tuberculin. However, 
there was a definite flare-up in the left eye for the first four days following the 
original injection. The only lesions suggesting the rosacea-like tuberculid of 
Lewandowsky tonight are those on the right cheek. 


Orbicular Eczema. Presented by Dr. Larrp S. van Dyck. 


I. A., a man aged 50, is presented with an eruption of two and one-half years’ 
duration, consisting of nummular, vesicular, oozing and crusting patches, sym- 
metrically distributed on the trunk, arms, hands and tip of the nose. He has had 
an ulcer of the stomach for several years and drinks large amounts of milk. He 
has been under the expert care of dermatologists for over two years, with only 
temporary relief. Treatments have included hospitalization, ultraviolet radiation, 
administration of phenobarbital and sodium bicarbonate, application of ointments, 
roentgen ray therapy, injections of arsenic and change of climate. A month in 
Florida with daily exposures to the sun and salt water bathing cleared him up 
completely. One week after he returned to New York the same type of eruption 
recurred. Injections of liver and of calcium have failed to help him. The only 
things which appear to have any beneficial effect on him now are general exposures 
to ultraviolet radiation and application of strong juniper tar locally. 


DISCUSSION 


Dr. AntHoNny C. CrpoLtLaro: This case is one of eczema, as indicated by the 
presenter. Therapy yields unfavorable results. I treated 1 patient continuously 
for three years, and he still has lesions. All kinds of treatments have been tried. 

Dr. Henry D. Nurses: I agree that this eruption is eczema, but the adjective 
to apply to it is a matter of opinion. It does not fit in with my conception of 
orbicular eczema, because it is too widespread. Orbicular eczema is seen chiefly 
on the dorsa of the hands and the extensor surfaces of the forearms and legs and 
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consists of groups of vesicles of herpetic appearance on sharply circumscribed red, 
edematous bases. The patient does not present this type of lesion, and the eruption 
is chiefly on the body. This man is neurotic and has plaques and itchy edematous 
lesions which have several times changed in character, and penile lesions. All of 
these features are characteristic of the chronic discoid exudative, lichenoid derma- 
tosis described by Sulzberger and Garbe. In some cases similar to this the uric 
acid content of the blood has been found to be increased, being 4.5 to 6 or 7 mg. 
per hundred cubic centimeters, instead of the normal 4 mg. This may be just a 
coincidence, and I do not know its significance. I would be interested to learn 
what the uric acid content is in this case. The prognosis is poor. The most 
successful treatment in cases of this kind is subcutaneous injections of a 2 per cent 
solution of sodium arsenate, starting with 3 to 5 minims (2 to 3 cc.) and increasing 
1 minim (0.06 cc.) daily up to the point of tolerance. Some patients have had 
temporary relief with roentgen therapy. As this man’s rash disappeared while he 
was in Florida, I recommend ultraviolet irradiation in conjunction with adminis- 
tration of arsenic. The chief feature in this type of case is the multiformity of 
the lesions. At times some lesions suggest mycosis fungoides clinically and even 
histologically, while at other times the entire eruption may disappear with only 
palliative treatment. What these conditions resemble depends on the time at 
which they are seen. 

Dr. Ropert R. M. McLauGuiin: I have had a case that was diagnosed as 
one of Sulzberger’s disease, but the history and the appearance were not those of 
this man. The initial diagnosis was contact dermatitis. 

Dr. Lestic P. Barker: I do not believe this case fits in with the group 
reported by Dr. Sulzberger and later by Dr. Cannon. I followed Dr. Cannon's 
cases at the City Hospital. The condition began as acute erythema resembling 
contact dermatitis, which became generalized, and then nodular-like thickening of 
the skin developed, such as one often sees in cases of early mycosis fungoides. 
-atients with the condition improved and some at times almost cleared when they 
were hospitalized, but the condition would recur very suddenly when they returned 
home. When they went to Arizona and received a great deal of sunlight the 
condition cleared completely and stayed clear as long as they remained there, but 
recurred immediately after they returned to New York. In Dr. van Dyck’s case 
the condition improved with sunlight, but the lesions consisted of isolated licheni- 
fied areas with the remaining part of the skin appearing perfectly normal. 

Dr. JosepH C. AMERSBACH: [| think that the clearing up in these cases depends 
on a complete change of climate. 


Sycosis Vulgaris, Seborrheic Eczema, Folliculitis and Radiodermatitis. 
Presented by Dr. Latrp S. vAN Dyck. 


D. S., a man aged 38, is presented with an eruption of fifteen years’ duration, 
consisting of erythematous and scaly patches with numerous follicular pustules 
on the face, scalp, eyebrows and eyelids and in the left axilla and pubic region. 
There are a few scattered follicular pustules on the dorsa of the wrists and thighs. 
There is permanent loss of hair on the upper lip and in the pubic region with 
atrophy and wrinkling of the skin. 

Previous treatment consisted of combination ointment, iron tonics, roentgen ray 
therapy, ultraviolet radiation, tablets containing vitamins A and D (adex tablets), 
chlorhydroxyquinoline ointment, autogenous vaccine and injections of milk. 

This patient is presented for therapeutic suggestions. 


DISCUSSION 
Dr. ANTHONY C. C1po_LAro: I wish I knew what to do in cases like this. 
I agree with the diagnosis. The case is one of sycosis vulgaris followed by 
generalized folliculitis. Why such low resistance to the staphylococcus develops 
in patients with this condition is difficult to explain. 
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Dr. Henry D. Nites: I have had the same experience as Dr. Cipollaro. The 
man has already had so much treatment that I cannot suggest anything that has 
not been tried. This type of eruption is due to increased susceptibility of the 
patient rather than to any special type of organism. I should build him up as 
much as possible on a high vitamin and high calory diet and would look for foci 
of infection that might weaken his resistance. In some of these cases I have 
obtained good results with injections of colloidal manganese, although this drug 
is of little value for any other condition. I should give a series of twelve to six- 
teen weekly injections. 

Dr. Ropert R. M. McLauGuiin: I have not much to add to the discussion. 
I suggest hot magnesium sulfate baths or soaks. Staphylococcus toxoid almost 
invariably produces a local and perhaps a systemic reaction and seems to help 
as a supplementary agent. I do not believe this man can be cured with it. I con- 
sider the toxoid treatment as nonspecific intradermal shock therapy. 


Dr. THomas N. GRAHAM: If this patient has not had staphylococcus vaccine 
for his sycosis, I suggest that it be given in increasing doses, starting with a 
small dose and gradually increasing the amount injected in order to attempt to 
desensitize him to the organism. 

Dr. Maurice J. CosteLtto: I suggest that the patient be given a trial of intra- 
venous injections of typhoid vaccine. Sending him to Florida would afford him 
the opportunity of taking heavy doses of natural ultraviolet radiation. 


Dr. RicHarp J. Ketty: I suggest injections of staphylococcus toxoid with 
liver therapy and cod liver oil. 

Dr. Lestie P. Barker: I believe this patient should be hospitalized and given 
a thorough work-up from every angle, including a search for foci of infection, 
chemical examination of the blood, a blood count, examination of the stool, 
culture of material from the nose and throat, a basal metabolism test and agglu- 
tination of the blood serum against different organisms in order to prepare a 
vaccine from those organisms to which definite antibodies have developed. I think 
general therapy is important in this case. Also, fever therapy with typhoid vaccine 
may be tried. 

Dr. JosepH C. AMERSBACH: This patient certainly needs a thorough check-up. 
I think, as Dr. Barker does, that many forms of therapy need to be tried. 


A Case for Diagnosis (Psoriasis? Parapsoriasis?). Presented by Dr. 
Tuomas N. GRAHAM. 

J. S., a white woman aged 22, has a papulosquamous eruption of six weeks’ 
duration involving the entire body. The eruption spread to its present extent 
within a week after the onset. There are no lesions on the mucous membrane or 
scalp and no subjective symptoms. The Wassermann reaction of the blood on 
February 24 was negative. 

DISCUSSION 

Dr. THomas N. GraHam: When I first saw this patient a week ago, I made 
two tentative diagnoses, psoriasis and parapsoriasis. Tonight i favor the diagnosis 
of parapsoriasis (pityriasis lichenoides et varioliformis acuta). When seen before, 
the lesions were more squamous, and my alternative diagnosis was psoriasis. 
Tonight there appear to be a number of ruptured vesicles and the lesions are more 
violaceous. The patient states that she has had no itching. A biopsy has not yet 
been done. I shall appreciate suggestions for therapy. 


Dr. ANTHONY C. CrpoL_LaAro: I do not think it is easy to make a diagnosis in 
this case. Four possibilities occur to me: psoriasis, parapsoriasis, extensive lichen 
planus (bullous type) and extensive pityriasis rosea. I think the condition is para- 
psoriasis varioliformis. There were some lesions on the backs of the hands which 
were distinct depressed vesicles and some vesicles that had just erupted. Regarding 
therapy, I do not see how one can do any better than to give generalized ultra- 
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The condition in this case is the most extensive one of this 


violet irradiation. 
type I have ever seen. 

Dr. Henry D. Nites: I agree with everything Dr. Cipollaro said as to diag- 
nosis and treatment. 

Dr. Ropert R. M. McLAuGuiIn: I agree with the diagnosis as presented. 














= 


A case for diagnosis (psoriasis? parapsoriasis ?). 


Dr. Larrp S. vAN Dyck: I agree with the diagnosis of pityriasis lichenoides 
et varioliformis acuta. The lesions are almost confluent on the face, which is an 
extremely rare manifestation of this disease. 

Dr. Maurice J. Costetto: Were there any actual vesicles, and was there an 
I suggest as a first diagnosis extensive lichen planus, 
Several lesions on the backs 
A diagnosis of 


elevation of temperature? 
even though the lesions are on the extensor surfaces. 
of the hands are violaceous and show central depressed scarring. 
pityriasis lichenoides chronica et varioliformis should be entertained. 
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Dr. RicHarp J. Keity: I believe that lichen planus should be definitely ruled 
out by biopsy before the case is accepted as one of psoriasis or parapsoriasis. 

Dr. Lestie P. Barker: I really favor lichen planus as a diagnosis in this case. 
There are numerous shiny, flat-topped, angular and umbilicated lesions which are 
violaceous, and there are still others which are scaly. It is true that the lack of 
itching is against the diagnosis of lichen planus. I do not believe that the absence 
of oral lesions would count against such a diagnosis. I saw no evidence of vesicles. 
A biopsy would help differentiate between lichen planus and parapsoriasis. 

Dr. THomas N. GRAHAM: I am convinced that this case is one of pityriasis 
lichenoides et varioliformis acuta. There has been absolutely no pruritus, and there 
are no lesions on the mucous membrane. One would hardly expect to find extremely 
extensive lichen planus with neither of these features. 


Pachyonychia Congenita. Presented by Dr. ANtHony C. CrpoLLaro. 

J. P., a boy aged 12 years, was born with deformed nails. Other changes 
occurred soon after birth, and they are becoming progressively worse. He now 
presents changes of all the nails. They are yellowish brown. The surfaces are 
smooth, and the nails are hard, curved and enlarged, resembling onychogryphosis. 
There is denudation of skin on the medial surfaces of the great toes and the right 
external malleolus. The extensor surfaces of both arms show follicular hyper- 
keratoses, resembling Darier’s disease. There are also some lesions resembling 
filiform and common verrucae. The tongue, as well as the buccal mucosa and roof 
of the mouth, is covered with white patches (leukokeratoses). 

Biopsy of tissue from a denuded area showed eczema. The Wassermann reac- 
tion of the blood and the Kahn reaction were negative. Cultures of material from 
the tongue gave negative results. 

DISCUSSION 

Dr. Henry D. Nites: There are some features that suggest congenital ecto- 
dermal defect; some suggest epidermolysis bullosa. There may have been bullae 
on the elbows, and the verrucous lesions followed these. There may be avi- 
taminosis A or riboflavin deficiency. Against this possibility is the fact that he 
has had this condition since birth, and his diet probably has not been inadequate in 
vitamins A and B since birth, but it would be interesting to make a photometric 
test and a blood determination for riboflavin. Was there any history of this con- 
dition in his family? Some similar cases were shown by Butterworth at a meeting 
of the Academy of Dermatology in Philadelphia last November, but his patients 
did not have perléche or follicular lesions on the arms. Pachyonychia congenita 
would fit in with the type of nail lesion which this patient has. 

Dr. Maurice J. Costetto: About two years ago a girl 9 years of age was 
presented by Dr. Fox (Arcu. Dermat. & SypuH. 39:367 [Feb.] 1939). She had 
leukokeratoses on the buccal mucous membranes and conical verrucous lesions on 
the body. The condition was diagnosed as pachyonychia congenita. Several of 
the cutaneous lesions looked like those of epidermolysis bullosa, as do the lesions 
which this patient presents. 

Dr. Ropert R. M. McLAuGuHiin: I agree with the discussion and the diag- 
nosis. Nevertheless, I should like to see the results of an exhaustive laboratory 
work-up to see if anything abnormal is found. , 

Dr. Larrp S. vAN Dyck: This case shows the different manifestations of con- 
genital ectodermal defect: hyperkeratotic lesions on the extensor surfaces of the 
arms and on the elbows, an epidermolysis bullosa type of eruption around the heels 
and feet and the greatly thickened, onychogryphotic nails. 

Dr. ANTHONY C. CrpoLLaro: This patient is presented to show another mani- 
festation of a congenital ectodermal defect. 


Blastomycosis. Presented by Dr. ANTHONY C. CIPOLLARO. 


F. L., a jeweler aged 28, born in the United States, had an eruption which 
began about October 1936. He was previously presented at a meeting of the New 
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York Academy of Medicine, Section of Dermatology and Syphilis (AkcH. DERMAT. 
& Sypu. 37:356 [Feb.] 1938). At first, the lesions had the appearance of 
furuncles. They became progressively worse, in spite of various topical remedies 
which were prescribed by his family physician. 

The lesions had been present eight months prior to examination, at which time 
the patient presented a lesion, oval in outline and measuring approximately 3 by 
114 inches (7.5 by 4 cm.), situated on the left side of the chest, just below the 
clavicle. The lesion appeared to be made up of many tiny sinuses, from which 
great quantities of yellow pus could be easily expressed. The margin of the lesion 
was infiltrated and sharply demarcated. There was a similar but smaller lesion 
about the size of a dime over the right scapular area. 

Now the patient presents scars at the sites of active lesions. 

The smears showed the presence of Blastomyces dermatitidis in great numbers. 
The pus was cultured, and the results were negative. The complement fixation 
test gave negative results. A roentgenogram of the lungs was normal. The patient 
is otherwise in good health. 

He was treated with potassium iodide, from 5 to 40 drops per day, and received 
seven doses of roentgen rays. Treatment was started in May 1937, and the patient 
was pronounced cured on October 6. 

He has never been out of New York. 


DISCUSSION 


Dr. Maurice J. Costetto: I saw this patient about two years ago when he 
was presented at a meeting of the Manhattan Dermatologic Society, and Dr. 
Cipollaro has obtained excellent results with roentgen therapy. I think there was 
a question at that time of bromide ingestion. 

Dr. Larrp S. vAN Dyck: Dr. Cipollaro should be congratulated on the result 
of his treatment. 

Dr. ANTHONY C. CrpoLtLaro: This man is presented to show the result of 
treatment of blastomycosis two and one-half years after treatment. Each week 
for seven weeks he was given one treatment of roentgen rays, filtered through 
3 mm. of aluminum. He was also given solution of potassium iodide, 40 drops 
three times a day. There is some question regarding the value of potassium iodide 
in the treatment of blastomycosis. I think the best treatment is with roentgen 
rays. Potassium iodide was given before the institution of therapy with the 
roentgen rays. 


Lichen Sclerosus et Atrophicus. Presented by Dr. Ricuarp J. KELty. 

A. F., a woman aged 23, was first seen at the dermatologic clinic at Roosevelt 
Hospital one year ago. She complained at that time of a half-dollar sized, flat, 
white, slightly itching area on the right shoulder posteriorly, above the scapula. 
The surface of the lesion had a wrinkled, leathery feel, and the base was some- 
what indurated. There was a pale purplish halo about the margins which faded 
into the normal skin. The patient refused biopsy when first seen. During the 
past year there has been no obvious change in the general appearance of the lesion. 


DISCUSSION 


Dr. Ropert R. M. McLauGuitn: I should like to ask Dr. Kelly if he con- 
siders the purple areola a sign of extension of the lesion. 


Dr. Henry D. Nites: I agree with the diagnosis. The only atypical feature 
is that there were only two or three plugs visible tonight. I have seen several 
patients with this condition. The lesions are almost always in this location, but 
the patients usually are older women, and rarely men. 


Dr. MAuriceE J. Costetto: I agree with Dr. Niles’s observations that this 
eruption usually occurs in older women and that its site of predilection is the 
suprascapular region. A pancreatic extract (padutin) given intramuscularly and 
into the lesion has been used, but with little benefit. 





200 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


CLEVELAND DERMATOLOGICAL SOCIETY 
C. L. Baskin, M.D., President 
C. G. LaRocco, M.D., Secretary 
James R. Driver, M.D., Reporter 


April 25, 1940 


Pityriasis Rubra Pilaris. Presented by Dr. Gerarp De Oreo and Dr. Hat 
EF, FREEMAN. 
A. R., a white woman aged 45, presented from the Department of Dermatology 
and Syphilology, Cleveland City Hospital, was well until about three weeks before 











Fig. 1.—Pityriasis rubra pilaris. 


she entered the hospital, complaining of a dry, red skin. The backs of both hands 
first became involved, and then the process spread to her arms, scalp, trunk and 
legs. The skin is dry, erythematous and scaling. Recently her face became 
involved, showing tension on the lower lids with a suggestion of early ectropion. 

Examination reveals a well developed and well nourished woman. Her skim is 
diffusely erythematous and covered with fine scales. The dorsa of the hands, 
particularly the first and second phalanges, show a dry, acuminate, papular and 
follicular eruption. Most of the papules are discrete, but in some areas they are 
confluent, forming plaques. Many of the papules are pierced by a lusterless shaft 
of hair. The palms and soles are erythematous and thickened, and the scalp is 
dry and covered by fine, branny scales. The trunk, face, neck, shoulders and legs 
are less severely affected. The mucous membranes are not involved. 

The hemogram was normal. 

Histologic examination showed decided hyperkeratosis, especially at the dilated 
orifices of the hair follicles and sweat orifices. In one area of the epidermis intra- 
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cellular edema was so noticeable as to be characteristic of alteration cavitaire. 
There were some acanthosis and a mild infiltrate, consisting mostly of round cells 
and a few mast cells, which was situated in the perifollicular areas. 


DISCUSSION 

Dr. Ropert E. Barney: I should like to ask the presenters what type of 
therapy has been used. It is known that at times this disease may assume the 
appearance of exfoliative dermatitis. Occasionally patients with this condition 
are treated with arsenic. In view of the fact that this patient has a process begin- 
ning on the face and neck, I think it would be inadvisable to attempt arsenical 
therapy because of the danger of producing a generalized exfoliative eruption. 

Dr. Henry A. BrunstincG, Toledo, Ohio: In view of the fact that the primary 
lesion is follicular hyperkeratosis, treatment with large doses of vitamin A may be 
of value (Frazier, C. N., and Hu, Ch’uan-K’uei: Nature and Distribution Accord- 
ing to Age of Cutaneous Manifestations of Vitamin A Deficiency, ArcH. DERMAT. 
& Sypn. 33:825 [May] 1936). Occasionally patients with this condition present 
symptoms of night blindness. 

Dr. GERARD DE Oreo: Examination in this case showed no deficiency of 
vitamin A, 


Aneurysm of the Popliteal Artery in a Patient with Tertiary Syphilis, 
Aortitis and Aortic Aneurysm. Presented by Dr. Hat E. FREEMAN. 


H. A., a Negro aged 44, presented from the Department of Dermatology and 
Syphilology, Cleveland City Hospital, hatl a penile sore at the age of 18. He had 
no treatment in the intervening time and came to the cardiac clinic in March 1940 
because of hemoptysis and shortness of breath. He had not noticed any trouble 
with his leg. 

Examination revealed a well nourished Negro whose blood pressure was 190 
systolic and 92 diastolic. The mediastinum was widened to percussion. There was 
a to and fro murmur over the precordium. In the left popliteal fossa there was a 
compressible, pulsating tumor, about 3 by 4 cm. in size. 

The hemogram was normal. Serologic tests for syphilis gave negative results. 
The spinal fluid was normal, Roentgenograms of the chest showed a small 
aneurysmal bulge in the ascending aorta. A roentgenogram of the left knee showed 
a circular area 3 cm. in diameter which contained tiny flecks of calcium. 


DISCUSSION 

Dr. H. N. Core: It is rather unusual to see an aneurysm of this artery. 
I talked to the man to see if there was any history of trauma. He is a driver of 
a coal wagon, and he said he bumped himself sometimes on the seat of his truck. 
Thus one can understand how trauma could occur in this location. 

Dr. J. E. RauscuKors: I have seen two or three aneurysms in this location 
in Negroes, most of them in persons between the ages of 30 and 35. All the 
patients had had positive Wassermann reactions. 

Dr. Ropert E. BARNEY: Was there any clinical evidence of aortitis ? 

Dr. Hat E. FreeEMAN: He has aortitis clinically in spite of a negative Was- 
sermann reaction. 


Pemphigus Erythematodes (Senear-Usher). Presented by Dr. Eart W. 
NETHERTON and Dr. Georce H. Curtis. 


E. A. T., a man aged 58, was first seen on March 29, 1940, at which time he 
had several bullae on the body. The first bulla appeared in the left crural region 
in October 1939. Since then similar bullae have appeared on the nose, trunk, arms 
and scrotum. At times the lesions itch intensely and become red. This usually 
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occurs in the early morning and lasts from five to six hours. At the periphery of 
a lesion on the left thigh and on the nose bullae repeatedly appear. Other bullae 
have appeared on the arms and trunk. 

The skin showed the following lesions: 1. A poorly defined, light red and 
slightly scaly plaque occurred on the tip of the nose. At the periphery of the 
lesion there were dilated follicles. At subsequent observations bullae were seen 
at the periphery of this lesion. 2. On the inner surface of the left thigh near the 
inguinal fold there was a superficial scar about the size of a 25 cent piece with 
a scalloped border. At the border there were tense bullae about the size of a 
split pea. 3. On the left arm and on the back there were scars similar to the 
one on the thigh, the sites of former bullae, which have been seen. The bullae 
did not have an inflamed or erythematous base. 

Some of the lesions were tender. The mucosa of the mouth and the conjunc- 
tivas were normal. The Nikolsky sign could not be demonstrated. 

The hemogram and the urine were normal. The blood sugar amounted to 
96 mg. per hundred cubic centimeters one-half hour after eating. The serum calcium 
was 11.5 mg., and the phosphorus 3.4 mg., per hundred cubic centimeters. Total 
protein amounted to 7.5 Gm., of which 5.8 Gm. was albumin and 1.7 Gm. globulin. 
Smears of the bullous fluid were negative for bacteria, while cultures showed 
Staphylococcus albus. 

Histologic examination of tissue from a lesion on the left arm showed an ulcer 
to the left of the midline of the section. The base consisted of coagulated fluid, 
infiltrated with round cells, extending well down into the corium. At the edges 
the epidermis showed predominant intracellular edema. The horny layer showed 
parakeratosis, and the prickle cell layer @as acanthotic for a considerable distance 
on either side and then faded into normal epidermis. The rete pegs and papillae 
were irregular in size and shape. The corium was edematous and showed a pre- 
dominant lymphocytic infiltration that was rather dense in localized areas, where 
it was mostiy perivascular. Eosinophils were scattered throughout the infiltrate. 
There was round cell infiltration around some of the sebaceous glands. 

The patient has been taking viosterol 10,000 U. S. P. X units of vitamin D per 
gram since April 12, and the dosage to date is about 500,000 units daily. 


DISCUSSION 
Dr. H. J. PArKuursT, Toledo, Ohio: I agree with the diagnosis. I thought 
the sharply outlined patch on the sternum was in favor of the diagnosis. 


Dr. J. E. FisHer: He had one lesion on the sternum which was evidently 
healing, and while there are just two or three bullous lesions at present, I believe 
the condition in this case is Senear-Usher disease. 


Dr. Eart W. NetuHerton: I thought that there would be considerable dis- 
agreement with the diagnosis in this case. We have studied the patient for about 
three weeks. Before he came under our observation he had received some gold 
therapy, because of the impression that he had lupus erythematosus. Some of the 
lesions are red and slightly scaly, and I had thought at times I could see dilated 
follicles. They were not so apparent today. He gets bullous lesions without any 
apparent cause. They may occur in the same location as that of previous bullae, 
on the erythematous base that is more or less scarred from repeated occurrences, 
or they may develop without any previous lesion. They are rather large, like 
bullous lesions of pemphigus. However, he has had few of them. The bullae are 
tense and do not rupture easily. There is central scarring in some of the lesions. 
Intense itching is present. We have questioned him about ingestion of drugs 
and cannot get a history of the ingestion, for instance, of phenolphthalein or pheno- 
barbital. He has been receiving vitamin D concentrate and has shown definite 
improvement in that he does not have so many bullous lesions. He now goes 
several days without new lesions developing. However, I do not think the diag- 
nosis is absolutely established. 


et ee 
* Bass 


EAR I av Ser 





SOCIETY TRANSACTIONS 203 


A Case for Diagnosis (Erythema Induratum? Darier-Roussy Sarcoid 
with Necrotic Lesions?). Presented by Dr. Gerarp De Oreo and Dr. 
Hat E. FREEMAN. 

H. F., an American-born girl aged 20, of Dutch ancestry, is presented from 
the Department of Dermatology and Syphilology, Cleveland City Hospital, with 
a sparsely scattered eruption, which has been present for four years. At the time 
the first lesion appeared on her right leg she had an attack of “rheumatism” in 
her ankles and knees. The patient claims that the sores appear either spontaneously 
or at the site of insignificant trauma. There have been periods of quiescence and 
exacerbation since the onset. The lesions heal, leaving a thin atrophic scar. In 
October 1939 a routine examination of the chest revealed that she had moderately 
advanced pulmonary tuberculosis. Two brothers and a sister have had pulmonary 
tuberculosis, without eruptions. Her infection has been fairly well controlled by 
artificial pneumothorax on the left side and a right phrenic crush. At no time 
have tubercle bacilli been recovered from the sputum or urine. 

Examination shows a few ill defined, pea-sized, subcutaneous nodules on the 
arms, legs and thighs. The flexor surfaces are somewhat more involved than the 
extensor surfaces. These tumors are relatively painless. In addition there are 
several fairly well defined ulcers, varying from 1 to 3 cm. in diameter, scattered 
over the extremities. In the left posterior axillary line, at the point of repeated 
thoracentesis, there are proliferative scars and persistent sinuses. On the legs 
there are atrophic scars that mark the sites of former active lesions. 

The chief histologic changes were seen in the subcutis, where there were fairly 
well defined aggregates of perivascular infiltration consisting of lymphocytes, 
plasma cells and many epithelioid cells and fibroblasts. Here and there were seen 
giant cells of the Langhans type. 


Granuloma Annulare. Presented by Dr. Eart W. NETHERTON and Dr. GEorGE 
H. Curtis. 


B. J. H., a well developed and well nourished girl aged 14, noticed about six 
months ago a painless nodule on the palmar surface of the right middle finger. 
There had been no known injury of the finger. The lesion had been slowly 
increasing in size. 

General physical examination gave only normal results. A roentgenogram of 
the chest showed normal pulmonary fields with a small amount of fibrosis at each 
hilus and a normal cardiac shadow. 

On the palmar and radial side of the middle phalanx of the right middle finger 
there was an ivory-colored, oval, granulomatous lesion, about 2 by 4 cm. in 
diameter. The central part was depressed, while the elevated border consisted of 
a number of small nodules. 

A hemogram and the urine were normal. The fasting blood sugar was 84 mg. 
per hundred cubic centimeters. Serologic tests for syphilis gave negative results. 
A tuberculin test made recently at her school gave negative results. 

Histologic examination of tissue from the initial lesion on the finger showed a 
thick layer of hyperkeratosis throughout the length of the section. Otherwise the 
epidermis was normal. There were a few small areas of perivascular infiltration 
in the papillary and subpapillary layers. The infiltrate consisted of small lympho- 
cytes and epithelioid cells. In the deeper part of the corium adjoining the hypo- 
derm there was ‘a comparatively large, poorly circumscribed area of dense cellular 
infiltration composed of epithelioid cells, fibroblasts and small lymphocytes. No 
polymorphonuclear leukocytes or giant cells were present. In one small area there 
was coagulation necrosis. 

After four superficial roentgen ray treatments of 75 r each at weekly intervals 
the lesion almost completely disappeared, and treatment was discontinued for 
two weeks. When the patient returned for observation the lesion had partially 
returned. In addition, two other like lesions appeared on the left thenar eminence 
and on the left ankle, respectively. 
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Mycosis Fungoides. Presented by Dr. JAmes E. ENGELER (by invitation) and 

Dr. Hat E. FREEMAN. 

E. D., a man aged 67, presented from the Department of Dermatology and 
Syphilology, Cleveland City Hospital, gave a history of having had “psoriasis” 
for more than twenty years. In March 1938 the eruption became especially 
pruritic and small nodules were noted. Larger tumors, with ultimate ulceration, 
began to develop in May 1938. Many tumors have been observed during the past 
two years, and the larger and more painful lesions have received roentgen therapy. 

Examination of the skin shows an extensive, erythematous, almost confluent, 
scaly dermatosis, in which are located variously sized nodules, tumors and plaques. 
Fungating, ulcerated tumors are seen on the arms, legs, trunk and face. Many 
of these show the characteristic “tomato-like” or cauliflower appearance. 














Fig. 2—Mycosis fungoides. 


The urine was normal, and serologic tests for syphilis gave negative results. 
Examination of the blood showed 12,700 leukocytes, with 71 per cent neutrophils, 
11 per cent lymphocytes, 4 per cent eosinophils and only 1 per cent monocytes. 
The hemogram was otherwise normal. Roentgenograms of the right shoulder, 
chest, pelvis, lumbar portion of the spine and skull revealed no evidence of metas- 
tases. Sernal puncture showed no changes in the bone marrow. 

Histologic examination of one of the tumorous lesions showed a severe dégree 
of acanthosis and an occasional polymorphonuclear leukocyte in the epidermis. In 
the upper part of the corium was a diffuse and dense polymorphous infiltrate com- 
posed of plasma cells, plasma giant cells, epithelioid cells and small round cells. 
Many polymorphonuclear eosinophils were also seen. 

Over a period of two years 10,880 r of unfiltered and 6,700 r of filtered roentgen 
rays have been administered, with temporary benefit. Recently chaulmoogra oil 
has been injected intramuscularly. It was thought that considerable improvement 
was occurring for about four weeks of this therapy, but after that improvement 
ceased and more tumors began to develop. 
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DISCUSSION 

Dr. Hat E. FREEMAN: This patient is presented to illustrate the terminal stage 
of mycosis fungoides. We should be glad to have advice as to whether or not 
further roentgen therapy is in order in view of the amount given and the patient’s 
discomfort. 

Dr. J. R. Driver: I should say there is no indication for further roentgen 
therapy. 

NotE.—The patient was treated and observed as an outpatient until June 3, 
1940, on which date he entered the hospital for terminal care. Larger and more 
numerous tomato-like and cauliflower-like tumors continued to form, and further 
superficial roentgen radiation was given, but the response was noticeably less. 
No evidence of leukemia developed in the blood. He became progressively more 
emaciated and died on October 15. 

At autopsy no involvement of the deeper organs was seen. The pathologic 
changes were entirely dermal. Specimens of skin showed the same changes that 
were found in the earlier histologic studies. Blood cultures revealed streptococcic 
bacteremia, but this was not found ante mortem, although blood cultures had been 
made. 

About six weeks before death an accumulation of xanthomatous tumors, 
measuring 4 by 5 cm., developed on the proximal portion of the right thigh. 


A Case for Diagnosis (Nodular Tuberculosis of the Hypoderm? Darier- 
Roussy Sarcoid?). Presented by Dr. Eart W. Netuerton and Dr. 
G. H. Curtis. 

A. F., a well nourished woman aged 22, from time to time since November 
1939 has noticed tender nodules on the extremities, which have persisted. The 
color of the skin over the nodules has varied from pink to that simulating a bruise. 
Occasionally she has had discomfort in the ankle and elbow joints but no fever. 
There has been moderate but persistent swelling of the ankles. She states that 
she has not taken any medicine internally. Since the onset of the nodules she 
has been on a reducing diet and has lost 18 pounds (8 Kg.). 

The patient has rheumatic heart disease with mitral regurgitation. Her lower 
extremities are large, showing varicose veins and thick ankles, with nonpitting 
edema. A roentgenogram of the chest showed a normal-sized heart, and in the 
right hilus there was a nodular infiltration about the size of a hen’s egg. 

On the lateral aspect of the forearms and the anterior surface of the legs 
there are subcutaneous nodules the size of which varies from that of a small to 
that of a large lima bean. Some are tender, but none are ulcerated. The skin 
of the legs shows a mottling or chilblain type of circulation. 

The hemogram showed borderline anemia. The urine was normal. The blood 
sugar amounted to 81 mg. per hundred cubic centimeters. Serologic tests for 
syphilis gave negative results. The icteric index was 5. The reaction to the 
Mantoux test with purified protein derivative first strength was negative, while 
with the second strength it was positive. Koch's old tuberculin in a dilution of 
1: 10,000 gave a negative reaction, while with a dilution of 1: 1,000 the reaction 
was positive. The intradermal test for undulant fever gave negative results. 

Tissue removed from a nodule on the left elbow consisted of skin and sub- 
cutaneous tissue. There were no abnormal changes in the epidermis or corium. 
However, there were numerous well circumscribed areas of dense cellular infil- 
tration in the subcutaneous tissue. These areas were separated by thin, dense 
fibrous tissue trabeculae. The infiltration consisted of central zones of epithelioid 
cells, surrounded in some instances by a less dense zone of small lymphocytes. 
There were no areas of necrosis. There were numerous giant cells of the 
Langhans variety. 

DISCUSSION 
Dr. H. N. Core: What was the basal metabolic rate? 
Dr. Eart W. NETHERTON: A basal metabolism test has not been done. 
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Dr. H. N. Core: The tissues on the forearm had the doughy feel which one 
sees in localized myxedema. The patient also is considerably overweight. 

Dr. Eart W. NETHERTON: Clinically the nodular lesions suggest a diagnosis 
of sarcoid. However, the histologic picture is more like that of tuberculosis. 


A Case for Diagnosis (Kraurosis Penis? Erythroplasia of Queyrat?). 

Presented by Dr. Hat E. FREEMAN and Dr. JAMeEs FE. ENGELER (by invitation). 

F. K., a man aged 62, presented from the Department of Dermatology and 
Syphilology, Cleveland City Hospital, first noticed “redness and oozing” of the 
dorsum of the penis in February 1934. At the same time he complained of a 
red nose and red cheeks. On the occasion of other visits in 1934, a diagnosis of 
rosacea with early rhinophyma was made, while no complaint referable to the 
penis was recorded. 

The lesion has persisted with varying degrees of activity. Subjectively, he 
has complained of severe burning and pruritus and of a disagreeable odor. 
Recently he returned because the lesion was especially painful and pruritic. 

Examination reveals that the dorsum of the mucous membrane portion of the 
foreskin is erythematous and exudes considerable serum. The skin, the glans 
penis and the lateral and ventral portions of the mucous membrane of the fore- 
skin are free from involvement. 

The urine was normal, as was the hemogram. Serologic tests for syphilis 
gave negative results. The sugar content of the blood was 123 mg. per hundred 
cubic centimeters. 

Histologic examination showed the specimen to be a section of mucous mem- 
brane. The epidermis was thinned and atrophic. In most areas it consisted of 
ten to twelve layers of prickle cells, and intracellular and intercellular edema was 
moderate. No epithelial pegs were seen. There were many polymorphonuclear 
leukocytes within the epidermis. In the upper part of the corium was seen a 
rather dense, diffuse cellular infiltrate composed of fibroblasts, small round cells, 
epithelioid cells, many polymorphonuclear eosinophils and plasma cells. Many of 
the plasma cells were very large and resembled plasma giant cells. 

In 1934 astringent soaks and soothing ointments were used, with only tem- 
porary relief. On March 14, 1940 300 r of radiation was given, with 1 mm. of 
aluminum as a filter. No benefit resulted. 


DISCUSSION 
Dr. Emerson GILLEspiz, Canton, Ohio: I did not think the lesion presented 


the raised, red appearance one would expect with erythroplasia of Queyrat or 
kraurosis. I believe the lesion is a simple inflammatory process. 


Juxta-Articular Nodules, Tertiary Syphilis with Aortic Insufficiency and 
Dermatitis Due to Mercupurin. Presented by Dr. Har E. FreEeMAN. 


D. M. C., a man aged 57, presented from the Department of Dermatology 
and Syphilology, Cleveland City Hospital, has tumors over the proximal ends of 
the ulnas and is sensitive to mercupurin. 

He was treated for a penile sore in 1904 and had no subsequent treatment until 
1937. About twenty years ago he worked at a trade which required crawling on 
his knees and elbows under railroad cars. It was at that time that he first had 
trouble with his elbows. He has never noticed any growths on his knees, and 
the tumors on the elbows have never caused subjective symptoms. 

Because of extreme dyspnea, which has been present since 1935, hospitaliza- 
tion in the medical ward has been necessary on several occasions. During the 
last admission, when a bismuth compound, iodides and mercupurin were being 
administered, a pruritic, generalized, morbilliform eruption appeared. This erup- 
tion began on January 16, after 2 cc. of mercupurin had been given on January 3 
and 9, respectively. The administration of the iodides and bismuth was discon- 
tinued temporarily, but it was felt necessary to continue giving the mercupurin. 





SOCIETY TRANSACTIONS 207 


Examination shows a tumor the size of a small hickory nut over the proximal 
end of the left ulna. It is freely movable on the bone, and the normal-colored 
skin over it is not attached to it. The symmetrically placed tumor on the right 
elbow is approximately the size of a small lima bean and is likewise not attached. 
Bony outgrowths are palpable on the ulna under this tumor. The skin over the 
entire body is slightly erythematous, lichenified and moderately excoriated. 

His blood pressure was 240 systolic and 40 diastolic, and there was a loud 
to and fro aortic murmur. The heart was enlarged to the left of the anterior 
axillary line. The liver was enlarged 3 fingerbreadths below the right costal 
margin, but no nodules were palpable. 

The hemogram was normal. Urinalysis revealed a moderate amount of 
albumin but no other unusual constituents. In 1937 the Wassermann and Kline 
reactions of the blood were strongly positive and the cerebrospinal fluid was 
normal. In January 1940 the Wassermann reaction was negative and the Kline 
reaction was strongly positive. 

Histologic examination showed no skin in the section. The tumor itself was 
composed entirely of hyalin-appearing fibrous connective tissue. There was no 
cellular infiltrate suggestive of syphilis. 

Since July 1937 antisyphilitic treatments have been regularly given and have 
included fifty injections of bismuth subsalicylate and forty injections of mapharsen. 
The only rest from treatment was from December 1938 until January 1939 (four 
weeks), and during this time iodides were given, without reaction. The admin- 
istration of mercupurin is still being continued, 2 cc. intravenously biweekly, and 
the pruritus is continuing. 

DISCUSSION 

Dr. Hat E. FREEMAN: In a hasty perusal of the literature I was able to 
find no evidence of dermatitis from the use of mercupurin. I am convinced that 
neither the bismuth compound nor the potassium iodide caused the dermatitis. 
The patient is still getting the drug. The medical consultants at the hospital 
believe he should have it in view of his cardiac failure. The nodules are still 
present in spite of treatment. Histologic examination showed no evidence of 
syphilis in the nodules. 

Dr. JAMES R. Driver: In view of the amount of antisyphilitic treatment 
received, it is not surprising that the histologic examination revealed only fibrosis. 

Dr. H. N. Core: It is not much of an argument to say there is no report 
in the literature of dermatitis from mercupurin. It is well known that with many 
of these mercurials one will have no difficulty, and then somebody will show a 
classic example of dermatitis medicamentosa. [I think it is possible that this 
patient may have some disturbance from it, and therefore it would be a good idea 
to make patch tests and see whether he has a local hypersensitization to mercury. 

Note.—Patch tests were subsequently performed with mercupurin and gave 
strongly positive reactions, while control tests gave negative reactions. 


Dermatitis Medicamentosa Following Ingestion of Allylisopropylbarbi- 
turic Acid (Allonal). Presented by Dr. GerArp De Oreo. 

P. C., a Jewess aged 39, was admitted to the Cleveland City Hospital on 
April 24, 1940, because of an eruption, which had been present for eleven days. 
Two days before the appearance of the eruption she took 2 allonal tablets, 1 grain 
(0.06 Gm.) each, and acetophenetidin, 3 grains (0.2 Gm.). The following day 
she took another tablet. The next morning there were large blisters on the legs. 
The patient claims that these contained “watery material” at first but turned 
dark blue after a few hours. Most of the blisters broke spontaneously, and the 
underlying skin quickly ulcerated, forming deep necrotic excavations. 

The patient is addicted to morphine but claims she injects the drug only in 
her forearms, and not at the location of the present lesions. Thirteen years ago 
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she had a salpingo-oophorectomy, at which time it was found that the Wasser- 
mann reaction of the blood was positive. She has had irregular injections in 
the arm and hip since that time. 

Examination reveals a stuporous, toxic woman. Scattered over the shoulders, 
arms, abdomen, buttocks, thighs and especially the inguinal areas are large bullae, 
3 to 7 cm. in diameter. A few contain clear serous fluid, but others contain 
hemorrhagic material. In adjoining areas there are deep necrotic ulcers, which 
were formerly similar bullae. There is decided bilateral edema of the legs. The 
mucous membranes are clear. There is no remarkable lymphadenopathy. The 
hemogram was normal. 

DISCUSSION 

Dr. H. J. Parkuurst, Toledo, Ohio: On clinical grounds I should like to 

differ with the diagnosis. I feel that the rectangular outlines of many of these 





Fig. 3.—Dermatitis medicamentosa following ingestion of allonal. 


patches suggests that an escharotic had been applied, and I should like to offer 
the diagnosis of dermatitis factitia. 

Dr. CrypE L. CumMmer: I subscribe to the same opinion. The lesions are 
all within reach of her right hand. She has none on the right arm. They cer- 
tainly do not look like the bullae which I have seen on pressure points of the 
body in cases of poisoning due to barbituric acid. 

Dr. Ropert E. Barney: I think the psychotic makeup of the patient would 
also lead one to believe the lesions are self induced. 

Dr. E. I. STEINBERG: Some years ago I had a patient presenting similar 
lesions, and it was eventually found that she had used acid with a hypodermic 
needle to produce them. 

Dr. Gerarp De Oreo: I have gone into that possibility in considerable detail. 
In spite of the fact that these lesions would be in reach of most persons, they 
are not within her reach, because her biceps are so fibrotic from repeated injec- 
tions of morphine that even with force she cannot extend her arm sufficiently to 
produce these lesions. 
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Alopecia Totalis. Presented by Dr. Hat E. Freeman. 

N. P., a white girl aged 3% years, presented from the Department of Pediat- 
rics and Dermatology and Syphilology, Cleveland City Hospital, has never had 
any considerable growth of hair on any part of the body. 

She has had “convulsions” since 1 year of age and was very slow in walking 
and talking. 

Examination reveals an undernourished, microcephalic child who has only an 
occasional stray hair on the head and a very few small lanugo hairs as lashes 
and eyebrows. 

The hemogram showed a white cell count of 21,300 per cubic millimeter. 
Serologic tests for syphilis gave negative results. The cholesterol content of the 
blood amounted to 200 mg. per hundred cubic centimeters. 


DISCUSSION 


Dr. H. N. Core: It is unusual to see this condition in a child of this age. 
It almost refutes the theory that the disease is due to such causes as mental 
disturbance and worry. 

Dr. HAL E. FREEMAN: It was thought that the condition in this case might 
have been due to thyroid deficiency. The amount of cholesterol in the blood 
would seem to indicate this. Would it be justified to advise administration of 
thyroid in view of the high cholesterol content ? 

Dr. J. R. Driver: If the history as presented is correct, this case is one of 
congenital total alopecia, and treatment of any kind will be useless. 

Dr. EARL NETHERTON: This child is the youngest patient with total alopecia 
[ have had the opportunity of seeing. A large number of adults have been 
studied by Dr. E. P. McCutiaGu, endocrinologist at the Cleveland Clinic. He 
has been unable to find anything that points to a definite dysfunction as a cause 
of the alopecia in these cases. He has reached the point now that he does not 
feel that he is justified in submitting these patients to an extensive investigation. 


A Case of Contact Dermatitis. Presented by Dr. Hat E. Freeman. 

M. S., a man aged 32, is presented from the Department of Dermatology and 
Syphilology, Cleveland City Hospital. About two weeks ago dermatitis devel- 
oped in the bathing trunk area. Two days prior to the onset he had worn a 
new, unwashed pair of brown underwear trunks. 

The eruption is especially severe on the penis, scrotum and inner surface of 
the thighs and is sharply limited to the areas covered by the garment. 

Patch tests with the brown cloth from the trunks (after laundering) left on 
for twenty-four hours gave a strongly positive reaction. 


DISCUSSION 


Dr. J. R. Driver: This case seems to belong to the group reported recently 
by Schwartz and his associates (Schwartz, L.; Spolyar, L. W.; Gastineau, F. M.; 
Dalton, J. E.; Loveman, A. B.; Sulzberger, M. B.; Cope, E. P., and Baer, R. L.: 
An Outbreak of Dermatitis from New Resin Fabric Finishes, J. 4. M. A. 115: 
906-911 [Sept. 14] 1940), in which the eruption was caused by an emulsion of an 
acid ester gum used in the finish of the cloth. 


Lichen Nitidus. Presented by Dr. G. H. Curtis and Dr. Ear W. NetTHerRTON. 

J. McA., a Negro aged 25, first noticed an eruption on the penis in Novem- 
ber 1939. Since then the eruption has appeared in localized areas on the neck, 
trunk and upper extremities. It has persisted and is moderately pruritic. 

His mother died of tuberculosis in 1926. He had been intimately exposed to 
the disease during her illness. Since 1926 he has had several examinations, 
including fluoroscopy, for tuberculosis at the public health clinic. No evidence 
of tuberculosis was reported. 
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The primary lesion is a slightly elevated, nonfollicular, discrete papule, about 
one-half the size of a pinhead, having a flat, smooth surface and the color of 
normal skin or lighter. The papules are usually congregated in patches varying 
in size up to 6 to 8 cm. in diameter. The patches are distributed on the neck, 
trunk, buttocks, thighs, arms, forearms and _ penis. 

A roentgenogram of the chest showed a normal heart and normal pulmonary 
fields. 

The hemogram and urine were normal. Serologic tests for syphilis gave 
negative results. Mantoux tests with Koch’s old tuberculin gave positive reac- 
tions with dilutions up to 1: 100,000,000. 

The pathologic changes consisted of a cellular infiltration limited to the papil- 
lary region. The areas of infiltration were small and involved only one or two 
papillae. The overlying epidermis was thin, consisting of two or three layers 
of compressed epithelial cells. The infiltration was not dense and consisted of 
lymphocytes and epithelioid cells. In one section there was a giant cell of the 
Langhans variety. There was no necrosis. 

The lesions on the right upper extremity in the region of the elbow were 
treated with eight roentgen ray exposures of 75 r each at weekly intervals. The 
papules have disappeared, leaving residual shiny macules. The lesions on the 
rest of the body have been treated for six weeks with an ointment, consisting 
of 5 per cent salicylic acid and 5 per cent resorcinol in petrolatum. Up to the 
present the ointment has had no beneficial effect. 


DISCUSSION 
Dr. H. N. Core: I think this condition is as good an example of lichen 
nitidus of the penis as I have ever seen. 
Dr. Ropert E. Barney: I think this case brings up a point that should 
make one a little careful about taking biopsy specimens from the face in colored 
persons. There are two keloids at the sites of biopsy wounds in this patient. 


Lupus Vulgaris. Presented by Dr. JAMes E. ENGELER (by invitation) and 
Dr. Har E. FREEMAN. 


L. J., a Negro aged 43, presented from the Department of Dermatology and 
Syphilology, Cleveland City Hospital, was born in Georgia and has never left 
the United States. In 1928 a small, localized erythematosquamous lesion devel- 
oped on the left side of the neck. Within a year the process had spread to 
involve the tongue, upper lip and cheeks. A diagnosis of chronic pulmonary 
tuberculosis and of tuberculosis of the skin and tongue was made in 1929. 
Improvement followed rest and ultraviolet irradiation, and the patient disap- 
peared from observation until January 1940. He related that nodules appeared 
on the forehead and on the buttocks about 1935. This development followed 
antisyphilitic treatment and a series of injections of “gold” at another hospital. 

Examination shows a well nourished Negro with an extensive, erythematous, 
granulating and in areas squamous and exudative process, involving the center 
of the face and the neck and situated in isolated, variously sized plaques on the 
forehead and on the left buttock. On diascopic pressure “apple jelly nodules” 
can be elicited in several areas. 

The hemogram and the results of urinalysis were normal. The serologic 
tests of the blood for syphilis gave positive reactions in 1928 and negative reac- 
tions in 1935 and in 1940. The spinal fluid was entirely normal. Reactions to 
human tuberculin (in a dilution of 1: 1,000,000) and to bovine tuberculin (in a 
dilution of 1: 100,000) were moderately positive. The reaction to avian tuber- 
culin (in a dilution of 1: 100,000) was negative. Examinations of the sputum 
were positive for acid-fast organisms in 1929 but were negative in 1940. Roent- 
genograms of the chest showed a healed process in the apex of the left lung. 

Histologic examination of cutaneous tissue showed moderate atrophy of the 
epidermis over the nodules. The corium was densely infiltrated by a granulo- 
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matous process, showing several areas of tubercle formation composed primarily 
of epithelioid cells and Langhans giant cells, surrounded by small round cells. 
Deeper in the cutis there were many focal perivascular accumulations of small 
round cells, and in these areas the collagen fibers were entirely absent. 

Therapy has consisted of curettage, followed by applications of potassium per- 
manganate powder to the large lesion on the buttock. Involved portions of the 
scalp, face and neck have been treated with weekly injections of a suspension of 
starch, according to the technic of Kile (Kile, R. L.: Treatment of Lupus Vul- 
garis by Injections of Starch U. S. P. [Corn Starch], Arcu. Dermat. & SypuH. 
39:387 [March] 1939). 

Note.—Continued use of injections of starch has resulted in a remarkable 
regression of the disease. 


A Case for Diagnosis. Presented by Dr. Eart W. NETHERTON and Dr. G. H. 

CurTIS. 

J. C. A, a man aged 32, was first seen on April 6, 1939 because of a 
mottling of his skin, which had been present for ten years. During the past six 
years a recurrent, papular eruption has affected the exposed surfaces. Recur- 
rences are more frequent in the summer and are closely associated with exposure 
to sunlight or bright daylight. For about the same number of years his fingers 
when exposed to cold have become blanched and numb but not painful. At the 
onset only the tips of one or two fingers were affected, but since then the other 
fingers have become involved in the process, and the whole of the original fingers 
affected now react to cold. Since childhood, but especially since the age of 15, 
he has had to take sodium bicarbonate for “sour stomach” after meals. These 
symptoms and the vasomotor reactions have seemed to be independent of one 
another. Physical examination showed normal results. 

At the first examination the face, the upper extremities and the trunk showed 
a mottled blanching and redness. On the face and neck and about the elbows 
there were discrete and small groups of dark chestnut to bright red papules, the 
size of wheat grains. When rubbed the papules became urticaria-like with an 
erythematous halo. 

Special gastroenterologic studies, including roentgenographic and gastroscopic 
examinations and drainage of the gallbladder, gave normal results. At the gas- 
troscopic examination cutaneous capillary fragility was discovered. The deter- 
mination of ascorbic acid in the blood showed 0.85 mg. per hundred cubic 
centimeters. 

The hemogram and the results of urinalysis were normal. Serologic tests for 
syphilis gave negative results. Gastric analysis showed hyperacidity (60 degrees 
ot free hydrochloric acid). The ascorbic acid content of the blood, determined on 
April 25, 1940, was 0.4 mg. (normal 1.8 to 2.4 mg.) per hundred cubic centimeters. 
The method used was that of Farmer and Abt. 

Histologic examination of an erythematous papule near the right angle of the 
mandible showed a thin layer of hyperkeratosis on the surface of the epidermis. 
There was no abnormality of the epidermis, except that the intrapapullary pegs 
had in the main been obliterated by the cellular infiltration in the corium. There 
was edema of the papillary layer, while in the subpapillary zone and extending 
to the lower portion of the corium were large, fairly well demarcated areas of 
perivascular infiltration. The vessels were greatly dilated, and the infiltrate con- 
sisted almost entirely of lymphocytes. There were a few epithelioid cells. There 
were no giant cells, plasma cells or polymorphonuclear leukocytes. The infiltra- 
tion was most dense around the pilosebaceous follicles. 

The patient has been given large doses of ascorbic acid and injections of a 
bismuth compound and placed under gastroenterologic and allergic regimens. Each 
type of treatment has been given several months’ trial, without affecting the course 
of the disease. A month’s treatment with sulfanilamide, which cured a gonococcic 
infection, had no effect on the eruption. At present he is being treated with a 
vaccine made from bacteria obtained from the stool. 
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DISCUSSION 


Dr. I. L. ScHonserc: I should like to ask whether the patient has definite 
evidence of Raynaud’s disease. 

Dr. Eart W. NETHERTON: Only in one hand, when it is exposed to cold. 
He has no changes in the fingers, like sclerosis, as one would expect. 

Dr. H. N. Core: The history of having trouble on the face, with flare-ups 
occasionally, especially in a barber, who comes in contact with various hair tonics 
and toilet water, would make one consider the possibility of a contact irritant, 

Dr. E. I. Sternserc: He states that his brother also has this mottled con- 
dition of the skin. 

Dr. H. A. Brunstinc: From a short examination it is difficult to know 
what the patient has, but he gives a history suggestive of Raynaud’s disease. 
He states that there is no swelling of his fingers, but the picture suggested that 
there might be some disturbance of histamine metabolism, and I suggest trying 
histamine. 

Dr. Ear: W. NETHERTON: Dr. Curtis and I have been puzzled by this case 
for some time. At irregular intervals the patient has an outbreak of numerous 
erythematous papules on the face, usually along the sides of the face and fore- 
head. They will come out suddenly overnight, and he will be peppered with them. 
They vary in size. Unfortunately, he did not present as typical lesions today. 
They are not scaly but rounded papules and are definitely edematous. He has 
found that getting intoxicated will make them go away. Otherwise, he will 
have them for several days. However, the last two or three times that he has 
tried this therapy it has been of no avail. He had a low ascorbic acid level in 
the blood, which we built up until it was normal, with improvement for a while. 
He had an attack with the ascorbic acid content above normal, so probably that 
had nothing to do with it. Exposure to sunlight will sometimes precipitate an 
attack. He has vasomotor instability, but different from most types. Numerous 
small areas of skin show marked blanching with exposure to cold. The fingers 
of the right hand get white and painful in cold water. The biopsy showed an 
inflammatory reaction far in excess of what one would expect from the clinical 
picture. The lesions look like edematous papules. Nothing we have done has 
been of any benefit. 
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Epithelioma of the Penis. Presented by Dr. S. E. SWEITZER, Minneapolis. 


F. H., aged 72, has a lesion on the penis which has been increasing in size 
for the last four years. There has been a foul discharge for the last few months. 
The lesion has not been painful at any time. It has always bled easily. Twenty 
years ago he had a chancre and received antisyphilitic treatment for three years. 
He has lost 20 pounds (9 Kg.) in the last two years. 

Examination shows a stony hard, necrotic, infected, cauliflower-like lesion 
involving the glans. Induration extends halfway up the shaft. The inguinal glands 
are not enlarged. Serologic studies for syphilis gave negative results. 


Treated Squamous Cell Epithelioma of the Hand. Presented by Dr. S. E. 
Sweitzer, Minneapolis. 
O. F., a carpenter aged 72, was first seen in July 1939, complaining of a lesion 
on the back of his left hand which had been present and increasing in size for 
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two months. At that time examination showed a crusted lesion 1.3 by 0.7 cm., 
which was elevated about 0.4 cm. above the surrounding skin. Tissue was removed 
for biopsy, and a diagnosis of squamous cell epithelioma was made. From July 29 
to August 17 he was given ten treatments, each of 564 r of unfiltered roentgen rays. 
Examination of the area reveals slightly atrophic skin with a few adherent 
scales. 
DISCUSSION ON CASES OF EPITHELIOMA 


Dr. S. E. Sweitzer, Minneapolis: The case of epithelioma of the penis was 
presented because of extreme balanitis, along with the epithelioma. The patient 
was sent to the urologic department. 

In regard to the case of epithelioma of the hand, all surgical literature advises 
surgical treatment in cases of this kind. Sometimes palpable glands are observed, 
and if so they are treated surgically. This patient was treated with divided doses 
of roentgen rays (modified Coutard method). The tumor was about as big as a 
golf ball. When no glandular involvement is present roentgen ray treatment can 
be given. 


Dermatitis Herpetiformis. Presented by Dr. L. H. Winer, Minneapolis. 


F. K., an ex-mason aged 72, was confined to his bed twenty-two years ago for 
three months because of a generalized vesicular eruption, with mild fever, itching 
and weakness. During the next year, this eruption underwent involution, and he 
was practically symptom free until 1939, although occasionally a few pruritic 
vesicles appeared on his body, legs and forearms. In April 1939 he was admitted 
to the Minneapolis General Hospital with a generalized symmetric eruption, con- 
sisting of papules, vesicles, pustules and large crusted lesions, 3 cm. in diameter, 
with acute erythematous borders. In addition, there were numerous pale, pig- 
mented areas over the trunk. A diagnosis of chronic pemphigus vulgaris was 
made, and the lesion healed completely under treatment with mild sintments. He 
was readmitted to the hospital in the middle of April 1940, because of recurrence 
of the same condition about one month previously. 

Examination shows a generalized, symmetric eruption involving the neck, chest, 
abdomen, arms, scapular areas and legs. The eruption consists of multiform 
lesions which begin as severely itching vesicles about 1 mm. in diameter. The 
patient scratches the tops of the vesicles, producing crusted lesions. There are 
also unbroken vesicular lesions which enlarge peripherally until they are about 
1 cm. in diameter. 

DISCUSSION 


Dr. S. E. Sweitzer, Minneapolis: This patient came in last year, and I saw 
him in the outpatient department. He had large bullae, which were thought to be 
pemphigus. He returned here the other day with a profuse eruption over the 
whole body, but with no signs of scratching. I thought he had some septic con- 
dition and advised him to have his teeth extracted; during that process new 
lesions developed. 


Exfoliative Dermatitis, Postarsenical. Presented by Dr. S. E. Sweitzer, 
Minneapolis. 


The Wassermann reaction of Mrs. R. J., aged 53, was found to be positive in 
July 1939. After a course of twelve injections of a bismuth compound by a private 
physician, a rash developed on her legs. Treatment was discontinued until January 
1940, when she was given four injections of neoarsphenamine at weekly intervals. 
The second of these injections was followed by itching, which became progressively 
worse. After the fourth injection of neoarsphenamine a severe exfoliative derma- 
titis developed on her palms, arms and legs. When she was first seen in the 
outpatient department of the Minneapolis General Hospital in the middle, of 
February 1940, she showed an exfoliative dermatitis of the axillary folds, wrists 
and thighs, with some scaling and darkly pigmented areas on the arms, trunk, 
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abdomen and thighs. Otherwise the results of her physical examination were 
normal. Serologic tests for syphilis gave negative results at that time. 

Examination at present shows essentially the aforementioned picture of hyper- 
pigmentation. There are numerous nodules and warty hyperkeratotic areas in 
the pigmented regions. Examination of a section of tissue shows a microscopic 
picture characteristic of neoarsphenamine exfoliative dermatitis. 


DISCUSSION 


Dr. Louis A. BrunstING, Rochester, Minn.: It is impossible to guess what 
the primary condition was from the present picture. The excoriations, scars and 
nodules on the legs and arms and in the axillas suggest a factitious effect as a 
result of the pruritus. 


Xanthomatosis with Myxedema. Presented by Dr. S. E. Sweitzer and 
Dr. L. H. Winer, Minneapolis. 


Mrs. K. L., a white housewife aged 44, was first seen Dec. 7, 1939, complain- 
ing of melancholia, hoarseness and yellow discoloration of certain parts of her 
skin. In July 1936 she first noticed a reddish discoloration of the palms, especially 
the left. In December 1938 she noticed that yellow transverse ridges were begin- 
ning to form along the natural folds of the fingers and palms. Later the feet 
became involved in the same manner. At that time her menstrual periods became 
irregular, and she became more melancholic. She also noticed that the skin of 
the entire body had become dry and scaly and that yellowish tumors appeared in 
the skin over the knees and feet. 

Examination in December 1939 showed an apathetic, fairly well nourished 
white woman. Her voice was hoarse; her hair was dry and coarse, and the skin 
of the entire body was dry and scaly. Her blood pressure was 120 systolic and 
80 diastolic, and there was a soft systolic murmur at the apex of her heart. The 
pulse rate was 64. The skin was especially dry and scaly on the dorsa of the 
hands and forearms. Both palms were diffusely yellow, and there was an intensi- 
fication of this color in the creases of the skin, with the formation of nodules 
from 1 to 4 mm. in size. These nodules were within the epidermis and were not 
fixed to the underlying structures. There were also nodules on the knees (one 
on each at the inferior border of the patella, 1.5 cm. in diameter). Other nodules 
from 3 to 6 mm. in size were arranged in groups over each achilles tendon. Also, 
tumors were present at the base of the dorsum of the left great toe and at the 
base of the plantar surface of the right great toe. There was a narrow yellow 
band of infiltration, 1 cm. to 1 mm. in width, on the lower part of the conjunctiva 
of the right eye. The mucous membrane of the mouth was diffusely yellow. Her 
basal metabolic rate was — 28 per cent, and the cholesterol content of the serum 
amounted to 540 mg. per hundred cubic centimeters. 

After treatment with desiccated thyroid she has become mentally alert; her 
skin is moist and her hair more oily. The xanthomas have, however, remained 
the same as before thyroid therapy. Her basal metabolic rate was +3 per cent on 
April 29, 1940, and the cholesterol content of the serum was 260 mg. per hundred 
cubic centimeters on April 26. 

DISCUSSION 


Dr. Louis A. Brunstinc, Rochester, Minn.: Xanthoma and xanthomatosis 
in relation to disturbances of the glands of internal secretion are interesting and 
unexplained phenomena. They are most common, of course, in association with 
diabetes, but cases appear now and then in which there is evident pituitary dys- 
function. A few years ago Dr. Turnacliff showed 2 cases of this disorder 
(Turnacliff, D. D.: Arca. Dermat. & SypxH. 33:898 [May] 1936; 34:320 [Aug.] 
1936; 920 [Nov.] 1936). In both cases the lipoid content of the blood was 
enormously increased. I have recently seen a 16 year old boy, a dwarf with 
albinism, who has been under observation at the Mayo Clinic since he was 1 year 
old. During the past few months xanthomatous lesions first appeared in plaques 
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about the elbows, and on careful examination of the skin there appeared to be 
tiny yellowish deposits like milia which were the lesions of diffuse xanthomatosis. 
The lipoid content of the blood totaled more than 2,300 mg. per hundred cubic 
centimeters, of which one fourth was cholesterol. I think the estimation of the 
total amount of lipoids in the blood gives a more adequate picture than does the 
estimation of the amount of any one of the lipoids alone, such as cholesterol. 


Dr. C. W. Laymon, Minneapolis: The patient has several noteworthy features. 
There is involvement of the palms, which, according to Montgomery, is frequently 
associated with hepatic disease. In view of the nodules over the extensor surfaces 
and the increase of blood lipoids, it seems that this case is one of the tuberous 
rather than of the disseminate type of xanthoma. 


Subepidermal Fibrosis. Presented by Dr. S. E. Sweitzer, Minneapolis. 


In 1919, after a vaccination for variola, Mrs. I. D., aged 39, noticed two pink 
areas on the upper part of her left arm. These areas soon became hard and have 
persisted without change. She first noticed the lesion over the right scapula one 
and one-half years ago, when it was about 5 cm. in diameter. Last summer it 
became painful, the pain radiating to the right shoulder. It has been growing 
rapidly since last fall. The two lesions on the right arm started last summer as 
papules which did not disappear. 

Examination of the upper part of the left arm shows two slightly elevated, 
hard, brownish red nodules, about 1 cm. in diameter, firmly fixed in the skin. 
Over the lower angle of the right scapula is a hard, brownish red nodule, 1.5 by 
2.5 cm., firmly fixed in the skin. The upper pole of this lesion is redder but not 
as elevated as the lower pole, which is brown and resembles a pigmented nevus. 
On the right arm are two dome-shaped brown papules, 3 mm. in diameter. They, 
too, are hard and fixed in the skin. The patient has numerous pigmented moles 
over the body. 

DISCUSSION 

Dr. JoHN F. MAppen, St. Paul: One ordinarily thinks of only one or two 
lesions when subepidermal fibrosis is brought to mind. I recently saw a woman 
who had over fifty lesions scattered over the cutaneous surface. Most of the lesions 
were on the extremities. She stated that they followed any slight injury, such as 
an insect bite. Microscopic examination of lesions from different parts of the 
skin was made, and all showed subepidermal fibrosis. 


Lipoma, Unusual Location. Presented by Dr. S. E. Swerrzer, Minneapolis. 


Two years ago T. R., a man aged 69, noticed a nodule just lateral to the 
middle of the left inguinal ligament. This nodule has increased slightly in size 
but has given rise to no subjective symptoms. Last summer the patient noticed 
a small hard nodule just to the left of the root of the penis. This nodule grew 
rapidly and broke down early in April 1940. The lesion was hard and indurated 
and surrounded by an inflammatory halo. It was somewhat tender, had a punched- 
out center discharging pus and was about 2.5 cm. in diameter. Examination now 
shows the scar of the healed lesion next to the root of the penis. The tumor over 
the inguinal ligament is soft, elastic, lobulated, freely movable, not tender and 
3 by 6 cm. in size. 


Tuberculosis Colliquativa. Presented by Dr. S. E. Sweitzer, Minneapolis. 


Mrs. T. B., a white housewife aged 72, noticed a red, soft swelling on the right 
side of her neck in January 1940. About two weeks later a similar swelling 
appeared on the left side of the neck. Simultaneously she noticed fatigue and loss 
of appetite. She was admitted to the surgical service, and a section of tissue taken 
for biopsy. A diagnosis of tuberculosis was given by the hospital pathologist. 

Examination shows on the right side of the neck a movable, soft node, 2.5 by 
1.5 cm., over which the skin is red. Openings of three small sinuses are present. 
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The left side of the neck has healed after excision of the node. Examination of 
the sputum for tubercle bacilli repeatedly gave negative results. A Mantoux test 
with a dilution of 1: 10,000 gave a strongly positive result. A roentgenogram of 
the chest showed no evidence of tuberculosis. A section of the skin taken for 
biopsy showed a characteristic histologic picture of tuberculosis colliquativa. 


Erythema Induratum. Presented by Dr. S. E. Sweitzer, Minneapolis. 


In December 1939, Mrs. A. S., a white housewife aged 41, noted painless red 
spots on her legs. These spots gradually assumed a bluish hue and then dis- 
appeared. Since then similar lesions have appeared and disappeared on the legs. 
She has had no subjective symptoms from the lesions but has been gaining weight 
rapidly for the last eighteen months. 

The patient is obese. On her legs are several areas of poorly demarcated infil- 
tration, 1 to 4 cm. in diameter, fixed to the subcutaneous tissue and to the overlying 
bluish red skin. 

A Mantoux test with a dilution of 1: 10,000 gave a strongly positive result. 
Roentgenograms of the chest in April 1940 were reported normal. A section of 
tissue taken for biopsy was diagnosed as erythema induratum. 


Recurrent, Nonsuppurative, Nodular Panniculitis. Presented by Dr. S. E. 
SweEItTzeEr, Minneapolis. 

Mrs. E. P., aged 61, first noticed reddish nodules on the legs in May 1926. 
These lesions were very painful and itched and burned. They disappeared that 
autumn. They have returned each spring and have disappeared with the onset of 
cold weather. The subjective symptoms have subsided. 

Examination shows several areas of infiltration forming nodules, from 0.5 to 
4 cm. in diameter, on the lower half of the leg. These nodules are somewhat 
tender and are covered with red adherent skin. A Mantoux test with a dilution 
of 1: 10,000 gave a strongly positive result. Roentgenograms of the chest showed 
“possible old healed tuberculosis.” 


Postrhagadic Scars of Congenital Syphilis; Nonspecific Postrhagadic 
Scars. Presented by Dr. S. E. Sweitzer, Minneapolis. 


These cases are to be described in detail in a subsequent publication. 


DISCUSSION 


Dr. E. A. StrAKOSCH (by invitation), Minneapolis: I looked up the literature 
on this type of scarring as far back as 1859 (Friedinger ; Mayr, F., and von Zeissl, 
H.: Die Syphiliden in Kindesalter, Jahrb. f. Kinderh. 2:1, 1859). The first clinical 
description is that of F. Mayr (Mayr, F.: Ueber Syphilis hereditaria, ibid 
4:216, 1861). Hochsinger was the first investigator who understood the basic 
pathology of the condition (Hochsinger, C.: Studien iiber die hereditare Syphilis, 
Vienna, Franz Deuticke, 1898, pp. 179-196 and 229-242). He described the 
process as diffuse hereditary syphilitic infiltration of the skin. He pointed out 
that the radiation scars around the mouth are always sagittal, that is, perpendicular 
to the edge of the lip, and that this stigma is more characteristic than are 
Hutchinson's teeth. He thinks these scars should always be considered a sign of 
congenital syphilis, although one may not be able to demonstrate the presence of 
syphilis later on. Scars following infantile eczema are rare and when present 
are not found with the arrangement characteristic of those following congenita! 
syphilis. 





Book Reviews 


Paradenolinfitis, enfermedad de Nicolas-Favre linfogranulomatosis 
venerea. By José May, M.D. Pp. 360. Montevideo, Uruguay: El Siglo 
Ilustrado, 1940. 


Lymphogranuloma venereum, a practically unknown disease a quarter of a 
century ago, has become of increasing importance in recent years. A monograph 
on this subject is, therefore, timely and certainly welcome. 

The author since 1925 has had opportunity in Uruguay to study several hun- 
dred cases of this disease. He is credited with many original investigations on 
the subject in which he has become a well known authority. 

The book is divided into seventeen chapters, covering the history, geographic 
distribution, experimental studies, clinical picture, pathologic changes, clinical and 
pathologic diagnosis and treatment. The most interesting chapters are those in 
which the author discusses his original observations on the cordlike lymphangitis 
of the penis and early localized edema of the region, the induratio penis plastica 
syndrome and the Dupuytren contracture and their relation to lymphogranuloma 
venereum. He reviews his own cases and those published in Spain, Italy and 
South American countries in favor of his contention. 

In the chapter on laboratory diagnosis are discussed in detail the complement 
fixation test, the resorcino: test of Vernes and the formol-gel test. The Frei 
test is extensively described in twenty-two pages, with its different antigens and 
methods of administration, its pathologic significance and finally a just interpre- 
tation of its value. A section on lymphogranuloma venereum in children is most 
interesting. In a separate chapter the author proves his keen clinical observation 
in the study of different modalities and atypical pictures that the lymphogranu- 
loma virus may produce when associated with organisms of other venereal 
diseases. 

The book is well written, is printed on paper of good quality and abounds 
in illustrations which are, for the most part, clarifying. 

This excellent monograph will be most useful to those interested in lympho- 
granuloma venereum. It is highly recommended as an extremely valuable refer- 
ence book in which many original ideas are also found. 

Dr. May has reviewed a great part of the ever increasing bibliography on 
this subject. He has covered about one hundred and forty Uruguayan references 
(of which sixty-four are personal or of the author’s wife) and more than a 
thousand references from the French, American, German, Spanish, Italian and 
Japanese literature. Unfortunately, a few important American contributions have 
not been included. 


Neurosyphilis. By C. Worster-Drought, M.A., M.D. Price, 10s. 6d. Pp. 240, 
with 31 illustrations. London, England: John Bale, Sons & Curnow, Ltd., 
1940. 


This monograph on syphilis of the nervous system fills a long-felt want, as 
there are few recent volumes which are devoted entirely to this subject. 

In fifteen well written chapters the author discusses the etiology, morbid 
anatomy, symptomatology, diagnosis, prognosis and treatment of neurosyphilis, 
including special chapters devoted to meningovascular neurosyphilis, dementia 
paralytica, tabes dorsalis and congenital and other forms of neurosyphilis. 

The subdivision of interstitial (meningovascular) neurosyphilis into various 
types, based on anatomic changes, is instructive if not practical from a clinical 
standpoint. The term preparetic neurosyphilis is used to indicate what is generally 
called late asymptomatic neurosyphilis. There is good reason for this, for, as the 
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author points out, such a process is almost certainly parenchymatous and is a 
preliminary stage of dementia paralytica or tabes dorsalis. 

Differential diagnosis of entities closely resembling syphilis of the nervous 
system is dealt with in a thorough and comprehensible way that leaves nothing to 
be desired. It is pointed out that the Argyll Robertson pupil (much evidence to 
the contrary) is not pathognomonic of neurosyphilis. It occurs as well in cerebral 
arteriopathies, chronic alcoholism, encephalitis, disseminated sclerosis, syringo- 
bulbia, tumors and other diseases of the midbrain, as well as in the “curious con- 
dition known as the ‘myotonic pupil’ with absent deep reflexes.” 

This book is highly recommended to all students of syphilis. 


Diagnosis and Treatment of Diseases of the Hair. By Lee McCarthy, M.D. 
Price, $9.50, cloth. Pp. 671, with 291 illustrations, including 7 in color. St. 
Louis: The C. V. Mosby Company, 1940. 

There has long been a need for a monograph on recent information about the 
many dermatoses that affect the hair and scalp. To the task of writing this book 
the author brought a background of interest in mycology and histopathology 
as well as a thorough grounding in the teachings of Sabouraud. The book, as a 
result, presents a broad view of the diseases of the hair in all of their clinical and 
laboratory aspects. 

Included are an adequate consideration of the anatomy, physiology and hygiene 
of the hair and scalp and an excellent discussion of a comprehensive list of diseases, 
both local and systemic. The subject of fungous infections receives especially 
thorough consideration. There is a long and up-to-date bibliography for each 
disease, a feature that adds great value to the work. 

The book is profusely illustrated. The many excellent photographs of patients 
are augmented by many photomicrographs of hairs, pictures of cultures of fungi 
and histologic photographs. Therapy is discussed in detail, and many prescriptions 
are given. These features will make the book of great value not only to the 
dermatologist but also to physicians in general. 


An Atlas of the Commoner Skin Diseases. By Henry C. G. Semon, M.A., 
D.M., F.R.C.P. Price, $12. Pp. 272, with 120 plates. Baltimore: Williams 
& Wilkins Company, 1940. 

The text of the second edition of this atlas has been revised and brought up 
to date. It is concise and to the point. The notes on the author’s experience are 
clear, and the references to the literature are helpful. The plates are unusually 
good with the exception of a few photographs which are overexposed or not 
sharply focused. The cases are well selected. 

A few minor criticisms might be made. In the opinion of the reviewer, plates 
of varied dermatoses might well have been substituted for the numerous ones of 
dermatitis venenata. No mention was made of the use of sulfanilamide for treat- 
ment of recurrent streptococcic dermatitis. A correction should be made in refer- 
ence to the law in the United States concerning permanent loss of hair from 
roentgen ray treatment. In this country a statement signed by the patient does 
not absolve the physician from blame for resulting injury to the skin. 

The atlas is a valuable addition to any dermatologic library. 





Directory of Dermatologic Societies * 


INTERNATIONAL 


TENTH INTERNATIONAL CONGRESS OF DERMATOLOGY AND SYPHILOLOGY 


Oliver S. Ormsby, President, 25 E. Washington St., Chicago. 
Paul A. O’Leary, Secretary-General, 102-2d Ave. S. W., Rochester, Minn. 
Place: New York. Time: Postponed indefinitely. 


Pan AMERICAN MEDICAL ASSOCIATION, SECTION OF DERMATOLOGY 
AND SYPHILOLOGY 


Elmore B. Tauber, President, 19 W. 7th St., Cincinnati. 
Austin W. Cheever, Secretary, 464 Beacon St., Boston. 
Place: Buenos Aires, Argentina. Time: August 1941. 


FOREIGN 


BritIsH ASSOCIATION OF DERMATOLOGY AND SYPHILOLOGY 
(CANADIAN BRANCH) 


L. P. Ereaux, President, 1390 Sherbrooke St. W., Montreal. 
F. E. Cormia, Secretary-Treasurer, 2068 Sherbrooke St. W., Montreal. 


Roya Society OF MEDICINE, SECTION OF DERMATOLOGY 


H. W. Barber, President, 7 Devonshire Pl., London, W. 1, England. 
Louis Forman, Secretary, 7 Devonshire Pl., London, W. 1, England. 


NATIONAL 


AMERICAN MEDICAL ASSOCIATION, SCIENTIFIC ASSEMBLY, SECTION 
ON DERMATOLOGY AND SYPHILOLOGY 
J. Gardner Hopkins, Chairman, 102 E. 78th St., New York. 
C. F, Lehmann, Secretary, 705 E. Houston St., San Antonio, Texas. 
Place: Cleveland. Time: June 2-6, 1941. 


AMERICAN ACADEMY OF DERMATOLOGY AND SYPHILOLOGY 
Harry R. Foerster, President, 208 E. Wisconsin Ave., Milwaukee. 
Earl D. Osborne, Secretary, 471 Delaware Ave., Buffalo, N. Y. 
Place: Palmer House, Chicago. Time: Dec. 8-11, 1940. 
AMERICAN BOARD OF DERMATOLOGY AND SYPHILOLOGY 
Howard Fox, President, 140 E. 54th St., New York. 
C. Guy Lane, Secretary-Treasurer, 416 Marlborough St., Boston. 
AMERICAN DERMATOLOGICAL ASSOCIATION 
William H. Guy, President, 500 Penn Ave., Pittsburgh. 
Harry R. Foerster, Secretary, 208 E. Wisconsin Ave., Milwaukee. 
Socrety FoR INVESTIGATIVE DERMATOLOGY 


Bedford Shelmire, President, 1719 Pacific Ave., Dallas, Texas. 
S. W. Becker, Secretary, University of Chicago, Department of Medicine, Chicago. 


Place: Cleveland. 


* Secretaries of dermatologic societies are requested to furnish the information 
necessary for the editor to make this list complete and to keep it up to date. 
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SECTIONAL 


CENTRAL STATES DERMATOLOGICAL ASSOCIATION 


Elmore B. Tauber, President, 19 W. 7th St., Cincinnati. 
Lawrence C. Goldberg, Secretary-Treasurer, 623 Doctors Bldg., Cincinnati. 


MISSISSIPPI VALLEY DERMATOLOGICAL SOCIETY 


Elmore B. Tauber, President, 19 W. 7th St., Cincinnati. 
Lawrence C. Goldberg, Secretary-Treasurer, 623 Doctors Bldg., Cincinnati. 
Place: Chicago. 
New ENGLAND DERMATOLOGICAL SOCIETY 
J. Harper Blaisdell, President, 83 Marlborough St., Boston. 
Bernard Appel, Secretary, 483 Beacon St., Boston. 
Place: Massachusetts General Hospital, Boston. Time: Feb. 12, 1941. 


NorTHERN New JERSEY DERMATOLOGICAL SOCIETY 


N. B. Heller, President, 31 Lincoln Pk., Newark. 

C. C. Carpenter, Secretary, 38 Waldron Ave., Summit. 

Place: Academy of Medicine of Northern New Jersey, Newark. Time: Third 
Tuesday of March, April, October and December. 


SOUTHEASTERN DERMATOLOGICAL ASSOCIATION 


Howard King, Chairman, 328 Doctors Bldg., Nashville, Tenn. 
J. Lamar Callaway, Secretary, Duke Hospital, Durham, N. C. 


SOUTHERN MEDICAL ASSOCIATION, SECTION ON DERMATOLOGY 
AND SYPHILOLOGY 


Howard Hailey, Chairman, 107 Doctors Bldg., Atlanta, Ga. 


Jci:n H. Lamb, Secretary, 117 N. Broadway, Oklahoma City. 


STATE 
CaLIFoRNIA MEDICAL ASSOCIATION, SCIENTIFIC ASSEMBLY, DERMATOLOGY 
AND SYPHILOLOGY SECTION 
H. J. Templeton, Chairman, 3115 Webster St., Oakland. 
Frances Torrey, Secretary, 123 Pemberton P1., San Francisco. 
Connecticut State Mepicat Society, SECTION ON DERMATOLOGY 
Ralph E. McDonnell, Chairman, 158 Whitney Ave., New Haven. 
Louis O’Brasky, Secretary, 1172 Chapel St., New Haven. 
Fiormwa Soctety oF DERMATOLOGY AND SYPHILOLOGY 
Alan D. Brown, Chairman, 117 W. Duval St., Jacksonville. 
Lauren M. Sompayrac, Secretary, 117 W. Duval St., Jacksonville. 
LovISIANA DERMATOLOGICAL SOCIETY 
M. T. Van Studdiford, President, 912 Pere Marquette Bldg., New Orleans. 
R. A. Oriol, Secretary-Treasurer, 921 Canal St., New Orleans. 
MassacHusetts Mepicat Society, SECTION ON DERMATOLOGY AND SYPHILOLOGY 
William Boardman, President, 388 Marlborough St., Boston. 
J. H. Swartz, Secretary, 371 Commonwealth Ave., Boston. 
MeEpIcaL SOcIETY OF THE STATE OF NEW York, SECTION ON 
DERMATOLOGY AND SYPHILOLOGY 


H. Bauckus, Chairman, 89 Bryant St., Buffalo. 
Eugene Traub, Secretary, 140 E. 54th St., New York. 





DIRECTORY 


MEDICAL SOCIETY OF THE STATE OF PENNSYLVANIA, SECTION 
ON DERMATOLOGY 


Vaughn C. Garner, Chairman, Germantown Professional Bldg., Philadelphia. 
Bernhard A, Goldmann, Secretary, 500 Penn Ave., Pittsburgh. 


MICHIGAN STATE MEnIcAL Society, SECTION ON DERMATOLOGY 
AND SYPHILOLOGY 
Frank Menaugh, Chairman, Ford Hospital, Detroit. 
Eugene A. Hand, Secretary, 801 Second National Bank Bldg., Saginaw. 
MINNESOTA DERMATOLOGICAL SOCIETY 


Carl W. Laymon, President, 345 Medical Arts Bldg., Minneapolis. 
F,. W. Lynch, Secretary-Treasurer, 317 Lowry Medical Arts Bldg., St. Paul. 
Time: First Friday in October, December, February and April. 


OKLAHOMA STATE DERMATOLOGICAL SOCIETY 

John H. Lamb Jr., President, 117 N. Broadway, Oklahoma City. 
Onis G. Hazel, Secretary, 1200 N. Walker, Oklahoma City. 
Texas DERMATOLOGICAL SOCIETY 


W. A. Smith, President, 496 Orleans St., Beaumont. 
Duncan O. Poth, Secretary-Treasurer, 414 Navarro St., San Antonio. 


LOCAL 


BALTIMORE-WASHINGTON DERMATOLOGICAL SOCIETY 
Walter Teichmann, President, 1726 I St. N. W., Washington, D. C. 
Russell J. Fields, Secretary, 1726 I St. N. W., Washington, D. C. 


Place: Alternate cities. Time: Third Thursday of each month. 


Bronx DERMATOLOGICAL SOCIETY 


Leo Spiegel, President, 241 W. 100th St., New York. 
Henry Silver, Secretary, 290 West End Ave., New York. 
Time: Fourth Thursday of each month from October to May, inclusive. 


BroOKLYN DERMATOLOGICAL SOCIETY 


S. H. Silvers, President, 920 Bushwick Ave., Brooklyn. 
M. Estrin, Secretary, 61 Eastern Parkway, Brooklyn. 
Time: Third Monday of each month except June, July, August and September. 


BuFFALO-ROCHESTER DERMATOLOGICAL SOCIETY 
Edwin D. Putnam, President, 201 N. Union St., Olean, N. Y. 
James W. Jordon, Secretary, 471 Delaware Ave., Buffalo. 
CENTRAL NEw YorK DERMATOLOGICAL SOCIETY 
Leon H. Griggs, President, 1804 State Tower Bldg., Syracuse. 
Maxwell C. Snider, Secretary, 106 Oak St., Binghamton. 
CuHIcaGo DERMATOLOGICAL SOCIETY 
Leonard F. Weber, President, 7 W. Madison St., Chicago. 
Michael H. Ebert, Secretary-Treasurer, 25 E. Washington St., Chicago. 
CINCINNATI SOCIETY OF DERMATOLOGY AND SYPHILOLOGY 


Elmore B. Tauber, President, 19 W. 7th St., Cincinnati. 

Lawrence C. Goldberg, Secretary-Treasurer, 623 Doctors Bldg., Cincinnati. 

Place: Cincinnati. Time: First Wednesday of each month, except July, August 
and September. 
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CLEVELAND DERMATOLOGICAL SOCIETY 
Harold N. Cole, President, 1422 Euclid Ave., Cleveland. 
Charles G. La Rocco, Secretary, 669 Rose Bldg., Cleveland. 

Detroit DERMATOLOGICAL SOCIETY 
T. H. Miller, President, 1553 Woodward Ave., Detroit. 
Ruth Herrick, Secretary-Treasurer, 26 Sheldon Ave. S. E., Grand Rapids, Mich. 
Kansas City (Mo.) DERMATOLOGICAL SOCIETY 

C. C. Dennie, President, 1103 Grand Ave., Kansas City. 
Thomas B. Hall, Secretary, 902 Professional Bldg., Kansas City. 

Los ANGELES DERMATOLOGICAL SOCIETY 


Harry C. Lindsay, President, 595 E. Colorado St., Pasadena, Calif. 
Saul S. Robinson, Secretary, 1930 Wilshire Blvd., Los Angeles. 
Time: Second Tuesday of each month, October to May, inclusive. 


MANHATTAN DERMATOLOGIC SOCIETY 


J. Frank Fraser, Chairman, 115 E. 61st St., New York. 
Anthony C. Cipollaro, Secretary, 40 E. 61st St., New York. 


MoNTREAL DERMATOLOGICAL SOCIETY 
L. P. Ereaux, President, 1390 Sherbrooke St. W., Montreal, Canada. 
Paul Poirier, Secretary, 456 Sherbrooke St. E., Montreal, Canada. 
New York ACADEMY OF MEDICINE, SECTION OF DERMATOLOGY AND SYPHILIS 
E. William Abramowitz, Chairman, 853-7th Ave., New York. 
Lewis B. Robinson, Secretary, 102 E. 78th St., New York. 
New York DERMATOLOGICAL SOCIETY 
Edward R. Maloney, President, 80 W. 40th St., New York. 
J. Gardner Hopkins, Secretary-Treasurer, 630 W. 168th St., New York. 
OMAHA DERMATOLOGICAL SOCIETY 
Donald J. Wilson, President, 1113 Medical Arts Bldg., Omaha. 
Leonard J. Owen, Secretary-Treasurer, 954 Stuart Bldg., Lincoln, Neb. 
PHILADELPHIA DERMATOLOGICAL SOCIETY 


Herman Beerman, Chairman, 255 S. 17th St., Philadelphia. 
Donald M. Pillsbury, Secretary, 133 S. 36th St., Philadelphia. 
Time: Third Friday of each month from September to May, inclusive. 


PITTSBURGH DERMATOLOGICAL SOCIETY 


Charles L. Schmitt, President, Medical Arts Bldg., Pittsburgh. 
M. W. Rubinstein, Secretary, Medical Bldg., Pittsburgh. 
Time: Third Thursday of every month except July and August. 


St. Louis DERMATOLOGICAL SOCIETY 


Martin F. Engman Jr., President, 3720 Washington Blvd., St. Louis. 
Joseph Grindon Jr., Secretary-Treasurer, 4500 Olive St., St. Louis. 
Place: Barnard Free Skin and Cancer Hospital. Time: 2 p. m., second Wednesday 
of each month. 
San Francisco DERMATOLOGICAL SOCIETY 


Frances A. Torrey, President, 123 Pemberton Pl., San Francisco. 
H. V. Allington, Secretary, 3115 Webster St., Oakland, Calif. 
Time: Third Friday of February, April, September and November. 





